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Abstract: Cardiomyopathy (CMP) is a rare disease in the pediatric population, with a high risk of
morbidity and mortality. The genetic etiology of CMPs in children is extremely heterogenous. These
two factors play a major role in the difficulties of establishing standard diagnostic and therapeutic
protocols. Isolated CMP in children is a frequent finding, mainly caused by sarcomeric gene variants
with a detection rate that can reach up to 50% of analyzed cohorts. Complex multisystemic forms of
pediatric CMP are even more heterogenous. Few studies in literature take into consideration this
topic as the main core since it represents a rarity (systemic CMP) within a rarity (pediatric population
CMP). Identifying etiology in this cohort is essential for understanding prognosis, risk stratification,
eligibility to heart transplantation and/or mechanical-assisted procedures, preventing multiorgan
complications, and relatives’ recurrence risk calculation. The previous points represent a cornerstone
in patients’” empowerment and personalized medical care approach. The aim of this work is to
propose a new approach for an algorithm in the setting of the diagnostic framework of systemic
pediatric CMP. On the other hand, during the literature review, we noticed a relatively common
etiologic pattern in some forms of complex/multisystem CMP. In other words, certain syndromes
such as Danon, Vici, Alstrom, Barth, and Myhre syndrome share a common pathway of directly or
indirectly defective “autophagy” process, which appears to be a possible initiating /triggering factor
for CMPs. This conjoint aspect could be important for possible prognostic/therapeutic implications
in this category of patients. However, multicentric studies detailed functional and experimental
models are needed prior to deriving conclusions.
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1. Introduction
Insight in Pathogenesis

Cardiomyopathy (CMP) is a rare disease in childhood with a high risk of morbidity
and mortality [1,2]. CMP is the primary indication for heart transplantation (HT) in children,
particularly >one year of age [2-5].

Previous population studies estimate the incidence of primary CMPs in children to
be 1:100,000 in individuals <20 years old [1,2,6]. It seems to be generally higher in male
individuals, Africans, and aboriginal Australian children [1,2]. CMP in children can be
classified into dilated cardiomyopathy (DCM), which represents 50% of patients (of whom
10-25% are secondary to acute myocarditis); hypertrophic cardiomyopathy (HCM) in
35-50%; restrictive cardiomyopathy (RCM) in <5% of CMP in children; left ventricular (LV)
non-compaction (LVNC) in ~5% of CMP; while no specific data are available regarding the
incidence of arrhythmogenic cardiomyopathy (ACM) in children’s populations [1,2,6-9].

Pediatric CMPs are highly heterogenous in origin. It ranges from genetics to ac-
quired causes. Genetically determined pediatric CMPs can be isolated (merely cardiac
involvement) or systemic (multiorgan involvement) [10].

Isolated CMPs in children are mainly autosomal-dominant (AD) [1]. However,
autosomal-recessive (AR) and X-linked forms are rarely observed [10]. There are tens
of genes that are known to be majorly involved in CMPs. Candidate genes can reach hun-
dreds, and the di-/multigenic origin of CMPs in children is a real challenge for physicians.
Double or triple genetic hits in early or severe onset CMP is being increasingly observed in
studies. Pathogenic variants in sarcomeric genes are the most common abnormalities in
children with isolated HCM, RCM, LVNC, and DCM [11-16]. Desmosomal gene variants
are associated with ACM. Other studies reflect the light of potential predisposition to ACM
secondary to channelopathies [9,17].

The genetics of CMPs in children is extremely heterogenous, complex, potentially
underestimated, and underdiagnosed mainly due to rarity and difficulties in establishing
homogenous protocol studies in this specific cohort [18].

Complex multisystemic/multiorgan/syndromic forms of pediatric CMP are even
more heterogenous and challenging. Few studies in literature take into consideration this
topic as the main core since it represents a rarity (systemic CMP) within a rarity (pediatric
population CMP).

The identification of etiologies in systemic disorders in pediatric CMP can be impor-
tant for understanding prognosis, risk stratification, eligibility to HT and /or mechanical
assist procedures, preventing multiorgan complications, and recurrence risk calculation
of relatives. The previous points represent a cornerstone in patients’ empowerment and
personalized medical care approach.

The aim of this work is to propose a systematic approach for an algorithm in the
setting of the diagnostic framework of systemic pediatric CMP (Figure 1). In other words,
when a physician faces a child with CMP (the tip of the iceberg) in a potential systemic
context (the rest of the iceberg), what are the major steps to follow in order to reveal the
remaining components of that specific condition? Our method is based on what major
studies show in literature and what we have identified on the basis of our observed cohort
in the last ten years of 600 children with CMP.

In this systemic revision of literature, we opted to bring light to certain rare disorders
of different etiological backgrounds. Within the metabolic conditions, we are aware of
not reporting certain major groups, such as mucopolysaccharidosis, due to its extensive
description in studies. We avoided repeating common examples and focused on these
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lesser-known disorders or those with expanding phenotypic spectrum within the last
few years.
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Figure 1. Diagnostic algorithm in pediatric-onset CMP. The algorithm brings light to a step-by-step
method for the clinical approach when facing the management of a cohort with CMP in children.
Abbreviations: CF, clinical features; CMP, cardiomyopathy; CPK; creatine phosphokinase; ECG
electrocardiography; FGF21, fibroblast growth factor 21; GAG, glycosaminoglycan; MRI, magnetic
resonance imaging; GDF15, growth differentiation factor 15; NGS, next-generation sequencing;
US, ultrasound.

2. Deciphering Etiology of CMPs in Children according to Major Multisystemic
Clinical Features

In this section, we describe major genetic conditions that are related to pediatric
CMP in a multisystemic/complex/syndromic context. We classified these disorders into
main subgroups in accordance with the major extracardiac clinical findings that are often
associated with CMP. Systemic and cardiac red flags for specific disorders are highlighted to
broaden clinicians’ knowledge for rapid and early framing towards prompt and appropriate
diagnosis and multidisciplinary management. These data are reported both in the following
paragraphs and in the specific figure for each delineated disorder (Figures 2-10).

2.1. CMP + Dysmorphic Features + Intellectual Disability

The specific disorders reported in this paragraph is summarized in Figure 2.

2.1.1. Down Syndrome (DS)

Down syndrome (DS, MIM # 190685) is the most common chromosomal aneuploidy
syndrome with a prevalence of 1-5/10,000.

DS is commonly characterized by short stature, muscle hypotonia, atlantoaxial instabil-
ity, reduced neuronal density, cerebellar hypoplasia, intellectual disability (ID), congenital
heart defects (CHDs) (44-58%) and possible development of hypothyroidism, autoimmune
diseases, obstructive sleep apnoea, epilepsy, hearing and vision problems, haematological
disorders (including leukaemia), recurrent infections, anxiety disorders and early-onset
Alzheimer’s disease [18-20].
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Figure 2. CMP + dysmorphic features + intellectual disability. Abbreviations: ACM; arrhythmogenic
cardiomyopathy; ASD, atrial septal defects; AVB, atrioventricular block; AVCDs, atrioventricular
canal defects; CHDs, congenital heart defects; CMP, cardiomyopathy; CoAo, coarctation of aorta;
DCM, dilated cardiomyopathy; EMF, endomyocardial fibrosis; ID, intellectual disability; IUGR,
intrauterine growth restriction; HCM; hypertrophic cardiomyopathy; LVNC, left ventricular non-
compaction; PDA, patent ductus arteriosus; PVC, premature ventricular contraction; S, syndrome;
TOF, tetralogy of Fallot; VSD, ventricular septal defect.

CMP in DS is rarely reported in studies, but primary myocardial involvement in
DS is previously reported, including HCM, ACM, endomyocardial fibroelastosis, LVNC,
myocardial fibrosis and unspecified CMP [20-23].

Previous studies in literature had revealed preliminary results of a higher incidence of
biventricular dysfunction in patients with DS, even in the absence of CHDs compared with
healthy controls. These findings suggest the importance of serial screening with cardiac
evaluation, electrocardiogram (ECG) and conventional echocardiography in this specific
cohort [24,25].

2.1.2. 1p36 Deletion Syndrome

Chromosome 1p36 deletion syndrome (MIM # 607872) is a copy number variant
(CNV) with an incidence rate of 1:5000-10,000. It consists of a contiguous gene syndrome
characterized mainly by congenital anomalies and ID [26-28].

The chromosomal-deleted region ranges from 1.5 Mb to 10.5 Mb, and two critical
regions are known: the distal critical region and proximal critical region [29]. Terminal dele-
tions of chromosome 1p36 are related to the high risk of cardiac-related abnormalities [30].

The majority of patients with 1p36 deletion syndrome show typical craniofacial dys-
morphisms, developmental delay (in up to 90%) and multiple congenital anomalies: mal-
formations of the central nervous system (CNS) (88%), seizures (44-79%), heart defects
(71-75%), skeletal anomalies (41%), vision problems, hearing loss, and other less frequent
features. The phenotypic variability might be related to the involvement of specific genes
harbored in the deleted region [31].

1p36 deletion is associated with cardiovascular abnormalities, which can be subdi-
vided into CHDs, CMPs and potential progressive aortic dilatation [30-32].
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The most common CHDs described are atrial and ventricular septal defects (ASD,
VSD), patent ductus arteriosus (PDA), valvular anomalies, tetralogy of Fallot (TOF) and
coarctation of the aorta (CoAo) [30].

Data from literature estimates a range of CMP from 23% to 31% [33-36]. The majority
are LVNC and less frequently severe DCM [30-36].

In an observational study in our center, we described LVNC in 55% (5/9) of patients,
with normal LV function in one, mildly reduced LV function in three, and severe LV dys-
function in one patient [32]. These data show wide variability in myocardial involvement
in this specific disorder.

2.1.3. 6g25.1 Deletion Syndrome

6g25.1 deletion syndrome (MIM # 612863) is another CNV recurrent deletion syndrome,
which is recently attentional for its cardiac involvement. 6q25.1 chromosomal region
harbors TAB2 (OMIM # 605101), whose haploinsufficiency is characterized by CHDs, CMP
and other minor anomalies [18,37].

Extracardiac phenotypic spectrum related to 6q25.1 deletion syndrome and TAB2
pathogenic variants is highly variable, including facial dysmorphisms, intrauterine growth
restriction (IUGR), short stature, hypotonia, and connective tissue abnormalities such as
joint laxity or hypermobility, developmental delay and possible ID [37].

Connective tissue abnormalities are frequently reported, including joint hypermobility,
umbilical and inguinal hernias, skeletal and/or skin abnormalities and hypotonia [38].

CHD is observed in 71% of patients with 6q25.1 deletion with high intra- and interfa-
milial variability ranging from ventricular outflow tract lesions including a bicuspid aortic
valve (BAV), hypoplastic aortic arch, CoAo, pulmonary valve dysplasia, ASDs, VSDs, aortic
dilation, mitral and tricuspid valve abnormalities. The arrhythmic spectrum varies from
premature ventricular contractions (PVC) to tachyarrhythmias [18,37,39-41].

Early age CMP is described in 6q25.1 deletion syndrome (34%) with significant my-
ocardial dysfunction not CHD related [18,37,38]. In a similar manner, TAB2 pathogenic
variants seem to cause CMP with biventricular failure [42].

These data need further observation before reaching definitive conclusions regarding
the percentage of clinical characteristics due to the rarity of the condition.

2.2. CMP + Short Stature

The specific disorders reported in this paragraph is summarized in Figure 3.

2.2.1. RASopathies

RASopathies are a group of disorders caused by pathogenic variants in a group of
genes within the signal transducers of the RAS-MAPK cascade. It is relatively frequent and
affects 1 in 1000-2500 children [43,44]. Mild expression is likely to be overlooked. Among
these disorders, Noonan syndrome (NS, MIM # 163950), NS with multiple lentigines
(NSML, MIM # 151100, also known with the acronym LEOPARD syndrome), Costello
syndrome (CS, MIM # 218040) and cardiofaciocutaneus syndrome (CFCS, MIM # 115150).
It is caused by more than 15 genes, including (PTPN11, RAF1, SOS1, SOS2, BRAF, NRAS,
KRAS, HRAS, MRAS, RRAS2, RIT1, LZTR1, MAP2K1, MAP2K2, CBL, SHOC2 and SPRED?).
Many affected individuals have de novo variants; however, an affected parent is recognized
in 30-75% of families.

Cardiovascular manifestations are very frequent and reach 85 to 90% of patients. Vari-
able CHDs are described: pulmonary valve stenosis (25-71%) with doming supravalvular
component in the majority of cases, ASD (4-57%), VSD (1-14%), atrio-ventricular canal
defect (AVCD) (1-13%), mitral abnormalities 2-17%, CoAo 2-9%, PDA 1-6% and TOF
1-4% [45-47].
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Figure 3. CMP + short stature. Abbreviations; ASD, atrial septal defects; AV, aortic valve; AVCDs,
atrioventricular canal defects; BAV, bicuspid aortic valve; CHDs, congenital heart defects; CMP,
cardiomyopathy; CoAo, coarctation of aorta; DCM, dilated cardiomyopathy; ID, intellectual disability;
GHD, growth hormone deficiency; HCM; hypertrophic cardiomyopathy; HF, heart failure; HLHS,
hypoplastic left heart syndrome; LBBB, left bundle branch block; LQT, long QT; LVNC, left ventricular
non-compaction; PDA, patent ductus arteriosus; LVOTA, left ventricular outflow tract area; MV,
mitral valve; PVS, pulmonary vein stenosis; RAD, right axis deviation; RBBB, right bundle branch
block; RCM, restrictive cardiomyopathy; S, syndrome; Rt, right side; TOF, tetralogy of Fallot; VSD,
ventricular septal defect; WPW, Wolff Parkinson White.

Regarding myocardial abnormality, the predominant form is HCM which reaches
10-29% of RASopathies. On the other hand, according to a large clinical registry, RA-
Sopathies may represent the underlying diagnosis in 18% of childhood HCM, and it
accounts for 42% of infants with HCM [48-51]. The major red flags associated with HCM in
RASopathy often include biventricular hypertrophy (PTPN11), plurivalvular abnormalities:
majorly pulmonary (PTPN11, SOS1, RAF1, RIT1, SHOC2, NRAS, CBL, BRAF1, MAP2K1,
MAP2K2, KRAS, HRAS) but not excluding mitral valve dysplasia (RAF1, PTPN11, SOS1,
RIT1, SHOC2, CBL, KRAS). ECG abnormalities can reach up to 80% with or without major
impact. They include extreme right-axis deviation (northwest axis), left or right bundle
branch block (NSML), prolonged QT (NSML), repolarization abnormalities, multifocal
atrial tachyarrhythmia (CS).

Extracardiac features are highly variable, and RASopathy can be overlooked when
major organ involvement is spared. Characteristic facial features can evolve over time
and be missed in adulthood. They include a broad forehead, down slanting palpebral
fissures, hypertelorism, low set ears, pterygium colli, epicanthal folds, and a short and
depressed nasal root. Growth delay is frequent in RASopathy, especially when HCM has
a major hemodynamic impact. However, growth abnormality can be missing, or, on the
contrary, an overgrowth can be seen in certain subgroups as in SOS1 related RASopathy.
Musculoskeletal involvement is frequent, including scoliosis and pectus deformity. Other
features that can be seen are dermatologic (cafe’ -au-lait spots, acanthosis nigricans, ker-
atosis pilaris), genitourinary (cryptorchidism), neurologic (infrequent ID), haematologic
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(coagulation defects, thrombocytopenia, NS/myeloproliferative disease), oncologic (juve-
nile myelomonocytic leukemia, lymphedema), gastrointestinal, sensorineural (hearing loss,
laryngomalacia, cataract, strabismus), and endocrinologic (growth hormone deficiency,
hypoglycemia, delayed puberty, and short stature) [44,52].

2.2.2. Myhre Syndrome

Myhre Syndrome (MIM # 139210) is an ultra-rare monogenic AD condition charac-
terized by multisystem involvement of connective tissue with typically decreased joint
mobility, associated with possible proliferative fibrosis, ID and behavioral abnormali-
ties [53]. The disease is known to be caused by de novo pathogenetic variants of SMAD4
(OMIM # 600993), 18q21. SMAD4 is a member of the TGFB1 (transforming growth factor-
beta 1) signaling pathway involved in the regulation of gene expression. Several studies
report TGFB1 modulation in the process of autophagy depending on SMAD4 status in
tumoral models [54].

The condition is highly extensive in its systemic manifestation, including a distinctive
short stature, characteristic facial features, nasal/high-pitched voice, hearing loss, upper
airway abnormalities (choanal down laryngo-tracheal anomalies), arthropathy with stiff
joints, radiographic defects, and variable degree of ID.

Cardiac involvement in Myhre syndrome is very common and highly variable (ap-
proximately 70% of cases). The most common CHD forms encompass various degrees of
left-sided heart lesions such as polyvalvar dysplasia, dysplastic mitral valve stenosis, aortic
valve stenosis, juxtaductal coarctation, descending aorta hypoplasia. Arterial pathology
can also affect other districts in the form of narrowing, such as descending thoracic and
abdominal aorta, peripheral arteries and, less commonly, peripheral pulmonary artery
stenosis. These findings can lead to arterial hypertension and serious difficulties when
hemodynamic studies need to be undertaken due to the risk of vascular accidents (personal
observation). Other CHDs are also observed, such as ASD and VSD, and PDA [55].

The progressive cardiac spectrum includes chronic and severe pericarditis and both
systemic and pulmonary hypertension.

Regarding CMP, Starr et al., in 2015, suggested in their case series a possible patho-
physiological process predisposing to RCM in up to 9% of patients. The authors also point
out the secondary risks to transplant surgery in Myhre patients due to an abnormal tissue
response, anastomotic stenosis and deleterious myocardial remodeling [56].

2.2.3. Turner Syndrome (TS)

Turner syndrome (TS) is a common cytogenetic abnormality occurring in 1 to 5 of
10,000 newborns. It is associated with a completely or partially missing X chromosome.

TS females show short statures, delayed puberty, ovarian dysgenesis, hypogonadotropic
hypogonadism, infertility, CHDs, endocrine and autoimmune disorders [57].

CHDs are reported in 23% to 50% of individuals with TS, including mainly left
ventricular outflow tract anomalies (LVOTA) and vascular abnormalities. Among LVOTA,
BAV has a prevalence of 15-30% and CoAo of 7-18% in TS [18,58-60]

Rarely hypoplastic left heart syndrome (HLHS), mitral valve anomalies, congenital
coronary artery anomalies and emerging new signs such as hypertension, ischemic heart
disease and stroke are reported as associated with TS [18,58-60].

Tachycardia is more frequent in TS, and prolonged rate-corrected QT interval (QTc)
has been described, but its real prevalence is actually unknown [61,62].

The association between TS and CMP is rarely reported in studies, and it includes
LVNC, which in selected cases can lead to heart failure (HF) [18,63,64].

2.2.4. MULIBREY Dwarfism (MUL)

MULIBREY nanism syndrome is an ultra-rare AR disease (MUL; MIM # 253250),
with less than 150 patients reported since its initial description. It is caused by biallelic
pathogenic variants in TRIM37 (OMIM # 605073) on chromosome 17q22-q23 encoding
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a peroxisomal Ubiquitin E3 ligase. Along with profound growth delays. MULIBREY is
derived from the acronym MUscle, LIver, BRain and EYe tissue changes [65].

The diagnostic major and minor criteria include the followings: growth failure in
90-95% (which can be congenital small for gestational age-SGA- and/or progressive with
final height adults 3.0 standard deviation score SDS below population); characteristic
radiological findings (long slender bones with thick cortex and narrow medullar channels
in 93%, low and shallow J-shaped sella turcica in 89%); craniofacial abnormalities (90%)
including scaphocephaly, triangular face, high and broad forehead, low nasal bridge and
telecanthus, eye findings with yellowish dots in the retinal mid-peripheral region (79%);
MULIBREY nanism in a sibling in 17%. Minor signs include peculiar high-pitched voice
(96%), hepatomegaly (70%), cutaneous naevi flammei (65%), and fibrous dysplasia of long
bone (25%) [65].

Cardiovascular manifestations include both congenital and progressive ones. Right-
sided HF (50%) is often observed along with signs of pericardial calcium deposition on
radiographs. ECG changes include prominent P waves and flattening/inversion of T waves.
Abnormal ventricular and supraventricular arrhythmias, including Wolff-Parkinson-White
(WPW), have also been frequently recorded. Pericardial calcification, a hallmark of this
disease, leads to constrictive pericarditis. The fibrotic/calcific process extends into the
myocardium and can lead to end-stage heart failure (ESHF). Treatment options include peri-
cardiectomy and simultaneous removal of any calcific lesions. HT is disputed due to multi-
systemic comorbidity, which is variable in nature and includes different organs [66-68].

2.3. CMP + Limb Defects
The specific disorders reported in this paragraph is summarized in Figure 4.

CHDs: ASD, VSD, PDA, TOF, N
AVCD, HLHS, TAPVR, TA

. Upper limb defects
Arrhythmias: progressive CCD, q High intra and interfamilial variability
AF, VT, NSVT, LQTS, BrS

CMP: DCM, LVNC

Arrhythmias: LQTS type 8, BrS,
VT/VE Timothy Syndrome in less than 50% of
q patients with fingers and toes syndactyly,

dysmorphic features.
CHDS: TOF, ASD, VSD Reported immunological and cognitive

involvement

CMP: HCM, DCM, LVNC )

Major red flags of
multisystemic involvement

Figure 4. CMP + limb defects. Abbreviations: AF, atrial fibrillation; ASD, atrial septal defects; AVCD,
atrioventricular canal defects; BrS, Brugada Syndrome; CCD, cardiac conduction defects; CHDs,
congenital heart defects; CMP, cardiomyopathy; DCM, dilated cardiomyopathy; HCM; hypertrophic
cardiomyopathy; HLHS, hypoplastic left heart syndrome; LQTS, long QT syndrome; LVNC, left ven-
tricular non-compaction; NSVT, non-sustained ventricular tachycardia; PDA, patent ductus arteriosus;
S, syndrome; TA, troncus arteriosus; TOF, tetralogy of Fallot; TAPVR, total anomalous pulmonary
venous return; VF, ventricular fibrillation; VSD, ventricular septal defect; VT, ventricular tachycardia.
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2.3.1. Holt-Oram Syndrome (HOS)

Holt-Oram syndrome (HOS, MIM # 142900) is a rare AD condition also known as
“Heart-hand syndrome”. In about 70% of cases, HOS is caused by pathogenic variants of
TBX5 (OMIM # 601620) coding for T-box Transcription Factor 5 and located on 12q24.21
region [69]. TBX5 is involved in the regulation of cell types, mainly cardiomyocyte differen-
tiation, morphogenesis, and organogenesis [70].

HOS is characterized by high intra- and inter-familial variability of upper-limb defects
(ULDs) (in up to 90%) and cardiac abnormalities (75%) in terms of CHDs, arrhythmias
and CMP. Recently our group has reviewed the literature data corresponding to the wide
cardiac phenotypic spectrum related to TBX5 pathogenic variants [18].

The ULDs can be very variable: unilateral or bilateral, symmetric or asymmetric
(mainly radial defects). The most common malformations include radial ray defects such
as triphalangeal or absent thumb (s), phocomelia, fusion or anomalous development of the
carpal and thenar bones, abnormal pronation and supination, abnormal opposition of the
thumb, sloping shoulders and restriction of shoulder joint movements [18].

The major three components of TBX5 cardiac expression embrace: a. CHDs both
typical (ASD, VSD and PDA) and atypical (complex CHDs such as HLHS, total anoma-
lous pulmonary venous return (TAPVR) and TA and other conotruncal malformations as
TOF and AVCD [71,72]; b. arrhythmic spectrum, which was traditionally described as a
progressive atrioventricular block (AVB). However, recent evidence brings light to tach-
yarrhythmias (both supra ventricular and ventricular ones), including Long QT syndrome
(LQTS) and Brugada Syndrome (BrS) [73,74]; c. the third component includes limited co-
horts of patients with CMPs, mainly DCM. Animal model studies report the predisposition
of TBX5 knock out mice to DCM. It is important to note that this myocardial dysfunctional
susceptibility appears independent from CHD related hemodynamic causes predisposing
to HF [75,76].

2.3.2. CACNA1C-Related Disorders

CACNAIC (OMIM # 114205) encoding CaV1.2 is a calcium channel located on the
12p13 region with an important role in the development of the action potential in human
cardiomyocytes. It is involved in a complex pattern of phenotypic expression. To date,
around 100 patients are reported with pathogenic CACNAIC variants, which incorporate
both isolated cardiac and less frequently multisystemic disease. In fact, the clinical spectrum
related to CACNAIC variants is highly variable [77].

The cardiac spectrum includes three major components: arrhythmic (major), CHDs
(TOF, PDA and VSD), and myocardial changes (HCM and rarely LVNC) [77,78].

CACNAIC related arrhythmias encompass majorly LQTS type 8, less frequently BrS
and ventricular arrhythmias. In a recent study, the role of CACNAIC variants in short QT
syndrome (SQTS) has been disputed and might not be considered anymore in this specific
subtype [79].

In original reports, CACNAIC variants were related to the multisystemic condition
known as Timothy syndrome (TS, MIM # 601005), which is characterized by a vari-
able association of cardiac involvement (as abovementioned), cutaneous syndactyly (fin-
gers and toes), craniofacial anomalies (depressed nasal bridge, low-set ears, thin ver-
milion of the upper lip, round face, and abnormal tooth development), neurological
and/or/neuropsychiatric manifestations (seizures, hypotonia, behavioral anomalies), and
recurrent infections [80].

The most frequently reported pathogenic CACNAIC variants are in exon 8 p.Gly406Arg
and p.Gly402Ser [77]. Literature revision shows high phenotypic variability related to these
two variants ranging from isolated cardiac to multisystemic involvement. Up to date, there
are no genotype and phenotype correlation studies and future multicentric studies are
needed to delineate this condition appropriately.
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2.4. CMP + Progressive Neuromuscular Disease + Delayed Motor Milestones

The specific disorders reported in this paragraph is summarized in Figure 5.
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Figure 5. CMP + progressive neuromuscular disease + delayed motor milestone. Abbreviations:
AF, atrial fibrillation; AR, autosomal recessive; AVB, atrioventricular block; CHDs, congenital heart
defects; CMP, cardiomyopathy; CSF, cerebrospinal fluid; DCM, dilated cardiomyopathy; CPK; creatine
phosphokinase; EO, external ophthalmoplegia; ESHF, end-stage heart failure; GHD, growth hormone
deficiency; HCM; hypertrophic cardiomyopathy; ID, intellectual disability; LQT, long QT; NSVT,
non-sustained ventricular tachycardia; PCD, progressive conduction defects; RP, retinitis pigmentosa;
S, syndrome; SCD, sudden cardiac death; SVT, sustained ventricular tachycardia; VF, ventricular
fibrillation; WPW, Wolff Parkinson White.

2.4.1. Friedreich’s Ataxia (FRDA)

Friedrich’s ataxia (FRDA, MIM # 229300-601992) is a monogenic disorder spinocere-
bellar ataxia with a prevalence of 1-9/100,000. FRDA is an AR disease with a pathogenetic
mechanism related to biallelic abnormal triplet repeat expansion of the GAA in the first
intron of the gene encoding frataxin (FXN) located on chromosome 9q21.11 [81].

FRDA'’s main clinical manifestations (75%) include progressive ataxia of the limbs and
trunk, lack of deep tendon reflexes, sensory disturbances, skeletal deformities, diabetes, and
cardiac involvement [82]. About 25% show atypical presentations (late-onset or retained
tendon reflexes) [83].

Patients can show initially poor balance when walking. Children might be defined
by parents as clumsy toddlers, slow walkers, those who have difficulties in going up and
downstairs, inability to ride a bike. In the early years of life, no clear neurological defect
can be noticed [84]. Other signs include slurred speech, upper-limb ataxia, gait ataxia and
poor balance especially accentuated when visual input is eliminated (Romberg sign) [83].

Autonomic disturbances become more common with disease progression, including
cold, cyanosed feet [83].

CMP in FRDA is observed in 57-81% of cases [85]. Some recent reports show prevalent
concentric HCM with both subclinical diastolic and systolic dysfunction in children [86].
FRDA represents 8.6% of childhood-onset HCM [48-87].
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Child et al., in 1986, suggested two possible aspects which lead to HF in FRDA:
a “dystrophic” type with a prevalence of tissue fibrosis and a “hypertrophic” type, as
concentric or asymmetric myocardial hypertrophy [88].

Rarely, asymmetric septal hypertrophy, an LV outflow gradient, and ESHF with DCM
secondary to HCM may occur [82,84].

In a pediatric population, ECG disturbances may be secondary to myocardial fibrotic
changes [89,90].

Recently our group reviewed cardiac manifestations of selected neuromuscular dis-
eases, including FRDA. We summarized major clinical, management and therapeutic
options in these rare conditions [91].

2.4.2. Kearns-Sayre Syndrome (KSS)

The Kearns—Sayre syndrome (KSS, MIM # 530000) is a rare (prevalence 1-9/100,000)
heterogeneous neurodegenerative disorder. In the majority of cases, it is caused by a single
large heteroplasmic deletion of the mitochondrial DNA (mtDNA) of 4.977 bp, known as
m.8470_13446del4977. Rarely other pathogenic variants in either mtDNA or nuclear genes
are related to KSS [92].

The clinical features of KSS encompass musculoskeletal, central and peripheral ner-
vous, endocrine and cardiac involvement. The main characteristics are progressive external
ophthalmoplegia and retinitis pigmentosa with onset before the age of 20 years with at
least one other sign: cerebellar ataxia, cerebrospinal fluid (CSF) proteins > 100 mg/dL and
cardiac conduction disturbances [93].

Cardiac involvement includes structural (valvular and myocardial) and arrhythmic
(both tachy- and brady-arrhythmic) anomalies.

The main neuromuscular aspect of this disease involves extraocular muscles (ophthal-
moplegia and ptosis) and facial muscles in some patients. Involvement of the orbicularis
oculi muscles can cause difficulty in tightly closing the eyelids, or weakness of the frontal
muscle leads to difficulty in opening the eyelids. Impairment of chewing muscles can lead
to dysphagia. In the late stages, progressive weakness of the neck, shoulder and extremities
muscles can be observed [94].

Cerebellar ataxia, sensorineural hearing loss, neuropathy, and impaired intellectual
function are other possible signs [94].

Rare multi-valvular involvement, as mitral and tricuspid valve prolapse, is observed
in children [95-97], and a single report of a teenager with KSS diagnosed and dilated aortic
root without other risk factors contributing to these data [98].

The arrhythmic aspect in KSS is a major prognostic aspect since progressive cardiac
conduction defects up to complete AVB, LQT, supra-ventricular tachyarrhythmias and
ventricular tachyarrhythmias are described with syncope in about 50% of patients. Sudden
cardiac death (SCD) is reported in 20% [99-101].

CMP is described in studies but frequently without a specific myocardial pattern [91,95,
102,103]. HF is reported in the late stages of KSS but rarely in children [97,104-107].

2.4.3. Danon Disease (DD)

Danon disease (DD, MIM # 300257), also termed glycogen storage disease IIb, is a
rare X-linked condition caused by deleterious variants in LAMP2 (lysosome-associated
membrane protein 2, OMIM # 309060). LAMP2 has an important role in lysosomal fusion.
Its dysfunction leads indirectly to the inability to remove aged mitochondria (mitophagy)
with subsequent mitochondrial dysfunction, energetic deficiency, and abnormal oxidative
stress. DD can be an example of direct and indirect autophagy disorder. DD is apparently
rare, but its geographic distribution is wide [108,109].

It is a multisystem disease with predominant involvement of the heart, skeletal mus-
cles, retina and cognitive ability. Due to the X-linked nature of the disease, males are
typically more severely affected and show multiorgan and earlier manifestations than
females [110].
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Extracardiac findings consist in a variable degree of skeletal muscle weakness 60%
in males versus 3% in females (which can lead to delayed motor milestones); variable
degree of ID (73% of males and 9% of females), and variable degree of retinopathy (20%)
with visual impairment. Cone dystrophy in DD can be of variable severity that might
be underestimated [111-114]. In females, retinal findings appear to be milder than those
seen in males [112,114-116]. The outcome in females is unclear, but changes in the pe-
ripheral retinal pigment epithelium can lead to the near loss of visible pigment, abnormal
electroretinogram, and impaired vision [111].

Blood tests can represent a red flag leading to the diagnosis of this condition due to
the frequent finding of increased creatine phosphokinase (CPK) in 80% of males but not in
women and elevated liver transaminase enzymes in 83% of males but in 6% of females.

Cardiac manifestations (in up to 96% of patients) seem to be the major contributing
factor of major comorbidity and mortality in this condition. Early penetrance is common,
and a poor prognosis is often expected [117].

Abnormalities in cardiac conduction are very frequent. It can be associated with
tachyarrhythmia (both supraventricular and ventricular) and bradyarrhythmia. These
abnormalities range in WPW patterns, which can proceed HCM (41% females vs. 50%
males); first-degree AVB, advanced AVB (15%), paroxysmal or permanent atrial fibrillation
(common in females 55% versus 27% in men), malignant ventricular tachyarrhythmia
(sustained ventricular tachycardia, ventricular fibrillation, or SCD) occur in both genders.
An implantable device is described in 67% of patients [110-118].

CMP is present in 96-100% of affected males. LV hypertrophy is observed in around
75% of both males and females. HCM can be obstructive in 18% of males but very rarely
in females. Hypokinetic CMP or end-stage DCM was found at the time of presentation in
40% and 59% males and females, respectively, with a mean ejection fraction of 34 £ 11%
and 28 &+ 13%, respectively [110]. Myocardial dysfunction is often severe, progressive, and
often requires HT [111]. The outcome appears the same in both genders, but complica-
tions manifest at altered ages in females [112]. An important issue in the peri-transplant
phase includes difficulty in recovery for respiratory, motor and potential predisposition
to infections (personal observation). These complications might be related to underlying
constitutional muscular weaknesses that become influenced by prolonged immobility,
immunosuppressive treatment, and mitochondrial dysfunction. These data need to be
confirmed in larger studies.

2.5. CMP + Skin+ Hair
The specific disorders reported in this paragraph is summarized in Figure 6.

2.5.1. Naxos Disease

Naxos Disease (MIM # 601214) is an ultra-rare monogenic AR disease characterized
by childhood-onset diffuse palmoplantar keratoderma (PPK), wooly hair and right ven-
tricular (RV) ACM. It is caused by biallelic variants in the plakoglobin gene (JUP, OMIM #
173325) [119,120]. In Naxos Disease, more than 90% of the reported individuals carry JUP
2157del2 variant [121].

Major hair changes include peculiar, wooly, dense and sparse abnormalities [122-124].
Partial alopecia is also observed variably involving eyebrows [125,126].

On palms and soles, keratotic lesions can be observed in variable severity, progressivity,
and distribution within the affected family members and for the same individual at different
seasons of the year [127]. Skin is eczematous and fragile with possible erosions and ulcers
on the perioral and sacral region or dorsal surfaces of the hands and legs. These changes
are frequent in early infancy, with improvement in later childhood. Diffuse hyperkeratotic
palmoplantar plaques that develop later have a well-demarcated erythematous border [128].
Infrequently, less pronounced hyperkeratosis can be seen over the flexor and extensor
surfaces of the joints and the perianal and intergluteal folds [125].
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Regarding cardiac involvement, one-third of patients become symptomatic before
the age of 30 years [129]. One of the earliest signs can be frequent PVC of RVorigin
and depolarization changes in asymptomatic children with normal myocardial imaging
findings [130].
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Figure 6. CMP + skin + hair. Abbreviations: ACM; arrthythmogenic cardiomyopathy; ASD, atrial sep-
tal defects; AVB, atrioventricular block; CHDs, congenital heart defects; CMP, cardiomyopathy; CoAo,
coarctation of aorta; DCM, dilated cardiomyopathy; ID, intellectual disability; NSVT, non-sustained
ventricular tachycardia; PDA, patent ductus arteriosus; PVC, premature ventricular contraction; PS,
pulmonary stenosis; S, syndrome; TGA, transposition of great arteries, VSD, ventricular septal defect;
VT, ventricular tachycardia.

ACM is often associated with major arrhythmic events, including sustained ventricular
tachycardia, left-bundle branch block leading to syncope and occasionally SCD [122,129].

Other resting ECG changes include T-wave inversion in V1-V3 or across the precordial
leads and Epsilon waves in almost 38% of patients [127].

ACM in Naxos shows 97% penetrance in adolescents [131,132]. Echocardiographic
findings may vary, ranging from mild dilatation of the RV and regional hypokinesia
to severe dilatation and diffuse dysfunction. LV dilatation and hypokinesia have been
additionally reported in some patients [133,134]. Structural or functional changes of RV are
documented in all adult patients [127]. LV involvement has also been detected in one-third
of patients at presentation [127].

Myocardial tissue changes of affected individuals show myocyte loss and fibrofatty
replacement of the RV myocardium and inflammatory infiltrates, which may mimic and be
misdiagnosed as acute myocarditis [135]. Major RV myocardial involvement is noticed in
the subepicardial and mediomural layers, regionally being transmural, with aneurysmal
formations. Surviving myocytes are surrounded by fibrous tissue embedded within fatty
tissue. The LV is variably involved, from regional fibrotic replacement [130] to extensive
transmural myocardial atrophy and fibrofatty replacement [136].
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2.5.2. Carvajal Syndrome (CS)

Carvajal syndrome (CS, MIM # 605676) is another ultra-rare monogenic disease caused
by pathogenic variants in the desmoplakin gene (DSP, OMIM # 125647). The condition is AR
for the full-blown picture of the ectodermal-cardiac disease with biallelic pathogenic DSP
variants. Monoallelic/single heterozygous pathogenic DSP variants can be responsible for
ACM with (MIM # 615821) or without (MIM # 607450) hypo/oligodontia but also associated
with PPK and wooly hair [121,133,137-141], Norgett et al., 2000.

Some authors consider CS as a variant of Naxos syndrome [142].

In fact, ectodermal phenotype includes a variable degree of wooly hair, striate PPK,
additional dental abnormalities and leukonychia [143-145]. Wooly hair is present from
birth, while PPK develops after infancy [143].

Common ECG changes in CS are low voltage and intraventricular conduction defects
and T-wave V1, V2 or V3 or V5 inversion [146,147].

Cardiac structural involvement shows early onset asymptomatic LV dilatation. It
might be overlooked without purposely scheduled cardiac imaging. In adolescents, ACM is
generally rapidly progressive, leading to extreme LV dilatation (90%), HF or SCD [143,148]

2.5.3. Menkes Disease (MD)

Menkes Disease (MD, MIM # 309400) is an X-linked recessive disorder of copper
metabolism caused by pathogenic variants in ATP7A (OMIM # 300011) with an incidence
of 1 in 300,000 in Europe [149,150], but it results less frequently in Japan and more frequent
in Australia probably due to a founder effect [151,152].

MD has a severe clinical course. Mortality generally occurs in early childhood. Occipi-
tal horn syndrome (OHS) is a mild form of the disease, but there are also other intermediate
forms [153].

The main findings of MD include progressive neurodegeneration, connective tissue
disturbances and peculiar ‘kinky” hair [153]. Females are usually asymptomatic or with an
attenuated form of the disease [154,155].

Hair abnormalities include a hypopigmented /depigmented aspect, steel wool-like
appearance, lusterless and friable nature, especially in the areas of the scalp subjected to
friction [153]. At light microscopy, hair shafts show twisted aspects around their own axes
(pili torti), with varying shaft diameters (monilethrix), and fragmentation at regular intervals
(trichorrhexis nodosa) [156].

Other possible signs in these patients are cerebral/cerebellar neurodegenerative and
connective tissue anomalies. At the age of three months old, patients begin to lose skills,
with regression of motor functions, seizures, hypotonia, skin laxity, jowly appearance with
sagging cheeks, frontal bossing, and vascular tortuosity [157,158].

CHDs are described sporadically in this condition, including TOEF, transposition of
the great arteries (TGA), pulmonary stenosis, CoAo, and complete congenital AVB. Lit-
erature revision shows that cardiac involvement can reach up to 4.2%, but it might be
underestimated [159,160].

CMP is not directly reported as associated with MD in humans, but experimental
animal studies reported a possible correlation of copper metabolism with CMP [161]. In
a personal observation, we have diagnosed a family with two affected males with early-
onset CMP with the full-blown picture of the disease and a carrier mother (personal
observation—Baban, 2021).

2.5.4. Cantu Syndrome (CS)

Cantu syndrome (CS, MIM # 239850) is a rare AD disorder caused by heterozygous
gain-of-function variants in ABCC9 (97%, OMIM # 601439) and, rarely, in KCNJ8 (1-2%,
OMIM # 600935), encoding the regulatory (SUR2) and pore-forming (Kir6.1) subunits,
respectively, of ATP-sensitive potassium (KATP) channels [162].

It is characterized by a variable constellation of signs and symptoms that can reach
almost any organ with variable expressivity, including hypertrichosis (thick scalp and
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excessive body hair) which is observed since birth in 99% of patients. Other cutaneous
manifestations include wrinkled and/or loose skin (50%), visible veins (50%), and joint
hypermobility (56%). It is characterized by a coarse facial appearance with a low frontal
hairline, epicanthal folds, flat nasal bridge, wide mouth, full lips, macroglossia, persistent
macrocephaly, and generalized macrosomia. Skeletal abnormalities, including osteochon-
drodysplasia and generalized osteopenia, are observed later in life. Developmental delay
is variable, but intellect is typically normal. However, behavioral problems are consid-
ered an emerging issue. Other features include gastroesophageal reflux (42%), intestinal
dysfunction (17%), renal problems (14%), immune dysfunction (41%) with recurrent respi-
ratory infections, frequent myopia and/or hyperopia, hearing loss (33%) and other minor
entities [163,164].

Based on the latest reports and on the largest series that describe CS in a multidisci-
plinary manner, there is the fact that shows that the cardiovascular manifestations in CS
are one of the most variable ones with the widest spectrum that can stand from a static
malformative aspect to progressive dysfunctional or vascular ones. It can encompass: a.
CHDs 75% (PDA 58%, ASD, PFO, VSD), b. valvular defects 25-30% (mitral valve regurgi-
tation, aortic stenosis, BAV), c. dilated aortic root and ascending aorta with a rare aortic
aneurysm 32%, tortuous vascularity involving brain and retinal vasculature where the true
percentage is unknown in the entire population; d. pulmonary hypertension in 24%; e.
pericardial effusion in 25-30%; and f. cardiomegaly (HCM and DCM) 61%; g. arrhythmias
are described in 24% of cases but are of unspecified nature.

Edema was observed in almost half of the patients, which is an independent obser-
vation from HF status in this syndrome. Edema in CS is self-limiting in some patients or
needs specific therapeutic measures, including compression or diuretics. HF is observed
in 10-15% of patients, but neither outcome, indication to assist device, nor HT were ever
mentioned in the literature [163,164].

2.5.5. Epidermolysis Bullosa (EB) Simplex Secondary to KLHL24 Variants

Inherited epidermolysis bullosa (EB) is a rare heterogeneous disorder characterized by
cutaneous and mucosal fragility. In 2016, a specific subgroup of EB simplex was described,
which is caused by the gain of function variants in KLHL24 (OMIM # 611295), encoding a
protein involved in ubiquitination [165-167]. Both AD and AR forms are reported.

Major cutaneous manifestations include skin defects and blistering at birth and un-
usual stellate scarring, skin fragility, and whorled or macular hyperpigmentation or hy-
popigmentation in childhood. Skin fragility improves by adulthood, but nail dystrophy,
anetoderma, and hair loss may persist.

Recent reports in studies show progressive cardiac involvement from the second
decade of life, including arrhythmic events (majorly tachyarrhythmias and less frequently
bradyarrhythmias). Myocardial involvement varies from DCM (in AD form) and HCM
(in AR form). Other emerging cardiac findings include increased cardiac biomarkers
(encompassing brain natriuretic peptide -BNP-, troponin, and CPK) and extensive late
gadolinium enhancement (LGE) changes on CMR with transmural fibrosis, leading to
thinned ventricular walls [165]. Cardiac involvement is thought to reach 40% of patients
from the second decade, but future studies are needed to derive a definitive conclusion.
A major limitation is due to the relatively new description of the disease and indication
to genotype-phenotype correlation studies in order to determine risk stratification and
management plan of this rare condition.

2.6. CMP + Eye

The specific disorders reported in this paragraph is summarized in Figure 7.

Alstréom Syndrome (AS)

Alstrom syndrome (AS) (MIM # 203800) is a monogenic AR disorder with a prevalence of
1-10 per million, and it is caused by biallelic variants in ALMS1 (OMIM # 606844) [168,169].
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AS is characterized by progressive and early multiorgan involvement that encompasses
retinal dystrophy and blindness, hearing loss, obesity (80-100%), diabetes mellitus type 2
(DM2) (20-69%), hypertriglyceridemia (40-77%), hypercholesterolemia (15-36%), essential
hypertension (40%), and CMP. Diffuse interstitial fibrosis is the commonest multiorgan
sign in AS; it can involve kidneys, pancreas, liver, lungs, and the heart, as well as other
organs. Life expectancy is rarely over 50 years of age [168,169].
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Figure 7. CMP + eye. Abbreviations: AR, autosomal recessive; CMP, cardiomyopathy; DCM, dilated
cardiomyopathy; HCM; hypertrophic cardiomyopathy; ID, intellectual disability; LAD, left axis
deviation; LQT, long QT; LVH, left ventricular hypertrophy; RCM, restrictive cardiomyopathy; S,
syndrome; T2, type 2.

A typical sign of AS is early visual dysfunction, nystagmus, photophobia or light
sensitivity, often with complete blindness in the second decade [170,171]. However, there is
some variability in the age of onset and rate of progression. Bilateral subcapsular cataracts
and retinal changes in infancy such as attenuation of retinal vessels, pallor and atrophy of
the retinal pigment epithelium are also common [171-174].

Sensorineural hearing loss is variable in the age of onset and severity. However, it
is often described in up to 89% of patients, with an onset within the first decade of life,
progressive in nature, and it can reach moderate to severe degrees [170,175,176]. In some
cases, chronic and acute otitis media represent a contributing factor to the degree of hearing
loss with a component of the conductive part [169].

Regarding cardiovascular manifestations in AS, ECG abnormalities are variable, en-
compassing left axis deviation, non-specific T wave changes, and poor R wave progression.
QT prolongation is described [168-177]. However, patients do not seem to show an in-
creased incidence of major arrhythmic events [168].

CMP is a typical finding of AS. DCM and HF manifest in approximately two-thirds
of patients [170]. Another subset of individuals developed adult or adolescent-onset
HF caused by myocardial hypertrophy and dilation with restrictive impairment in both
ventricles [178,179].

In the cohort reported by Marshall et al., three subgroups were described: 39% did
not show CMP (age range 2-33 years); 43% had infantile-onset CMP, and 18% showed
later-onset CMP. In infantile CMP, Marshall et al. mentioned apparent recovery of cardiac
function within the first years of life. However, these data were not confirmed by a large
study driven by Brofferio’s group [168,169].

Subclinical CMP might be triggered by secondary factors and manifest with overt
HF [168-180]. It is important to remember the several comorbidities in AS that can predis-
pose to myocardial changes, including obesity, DM2, and dyslipidemia. Even in patients
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with an apparent absence of CMP, strains can be abnormal, which can represent a substrate
to underlying myocardial changes.

CMR studies are limited. However, they report a reasonable percentage of peculiar
myocardial changes, including patchy and or diffuse intramyocardial fibrosis in LGE
studies differently from ischemic LGE changes [168,169,178,181]. The true mechanism and
timing of intra-myocardial fibrosis are still unknown. Multifactorial origin is probably not
only due to the genetic background of biallelic ALMS1 variants but also due to obesity,
DM2, activation of the renin-angiotensin-aldosterone system and dyslipidemia [182,183].

All the reported factors can have an important role in late-onset CMP in AS. However,
it is difficult to explain them in relation to the acute infantile CMP that appears to have a
separated entity [168].

In this severe and rare disease, multicentric studies are needed to derive conclusions
and delineate an appropriate cardiac management strategy.

2.7. CMP + Corpus Callosum Agenesis

The specific disorders reported in this paragraph is summarized in Figure 8.

CMP
+ CMP: HCcwm, DCMm,
corpus myocardial fibrosis q
callosum Vici S
agenesis Arrhythmias: unspecified

CHDs: PDA, PFO, ASD

Major red flags of
multisystemic involvement

Figure 8. CMP + corpus callosum agenesis. Abbreviations: ASD, atrial septal defects; AR, autosomal
recessive; CHDs, congenital heart defects; CMP, cardiomyopathy; DCM, dilated cardiomyopathy;
FTT, failure to thrive; HCM; hypertrophic cardiomyopathy; ID, intellectual disability; PDA, patent
ductus arteriosus; PFO, patent forame ovale.

Vici Syndrome (VS)

Vici syndrome (VS, MIM # 242840) is a very rare disease (so far less than 100 reported
patients) due to AR pathogenic variants in EPG5 (OMIM # 615068) with a key role as a
regulator of autophagy in multicellular organisms [184,185].

Its incidence is unknown, an exponentially increasing number of patients are reported
in studies, but it seems largely misdiagnosed [186].

VS is a severe congenital multisystem disorder, with an onset in the first months of life.
It is characterized by the principal diagnostic features of agenesis of the corpus callosum
97.4%, Profound developmental delay 97.4%, failure to thrive 30.8%, oculocutaneous
hypopigmentation 96.2%, cataracts 62.8%, progressive microcephaly 57.7%, CMP 65.4%,
combined immunodeficiency 76.9% with recurrent infections 98.7% and other variable
signs such as hypotonia 47.4%, and epilepsy 33.3% [186]. Data in studies show that virtually
any system can be involved, including hearing loss, thymus aplasia or hypoplasia in 20%,
hepatomegaly with or without dysfunction 10%, renal abnormalities both structural and
functional 15% [185-187].
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Agenesis of the corpus callosum is one of the five principal diagnostic features [186],
but other CNS findings consist in pontine hypoplasia, reduced opercularization of the
Sylvian fissures, delayed myelination and generalized reduction in white matter [186,187].
Other less commonly observed CNS abnormalities are cortical malformations, cerebellar
abnormalities and abnormal signaling within the thalami, similar to lysosomal storage
disorders [188].

Cardiac involvement in VC is a major sign that is observed in up to 90% of pa-
tients [186]. Literature revision shows an absence of a study that systematically takes this
aspect as a major focus.

CHDs (mainly ASD) are reported in around 10% of patients. PFO is described in VS.
However, it is a frequent finding within the general population [186].

CMP is a major sign that reaches 80% of patients [186], with a variable age of onset
(infantile to late childhood). Intercurrent illnesses such as infections can be triggering
factors for acute HF [185].

Since the original report, CMP is mentioned as a major criterion in VS. However
detailed and specified subtype description is not available in studies. In other words, no
study reports the natural history of cardiac involvement nor potential arrhythmic changes
in these patients. Both HCM and DCM are reported [186], but it is unclear whether the
DCM is a spectrum of an end-stage HCM similar to other autophagy disorder related
conditions similar to Danon disease.

Few detailed histological illustrations are available in studies. In two unrelated patients
where postmortem examination was performed [189,190], major LV structural changes in-
cluded variable degrees of interstitial fibrosis, abnormal cardiomyocytes containing vacuoles
and membrane-bound cytoplasmic inclusions, possibly with glycogen [186-189].

2.8. CMP + Recurrent Infections
The specific disorders reported in this paragraph is summarized in Figure 9.

cMP
recu:rent CMP: LVNC, ocm
infections Barth S (mainly), HCM (rare) q

Arrhythmias: ventricular
arrhythmias, LQT

Major red flags of
multisystemic involvement

Figure 9. CMP + recurrent infections. Abbreviations: 3-MGC, methylglutaconic aciduria; CMP,
cardiomyopathy; DCM, dilated cardiomyopathy; HCM; hypertrophic cardiomyopathy; LQT, long
QT, LVNC, left ventricular non-compaction; S, syndrome.

Barth Syndrome (BTHS)

Barth syndrome (BTHS, MIM # 302060) is an X-linked recessive disease caused by
deleterious variants in TAZ (OMIM # 300394) [191]. In BTHS, less mature cardiolipin is
produced, which is an important component for high energy-requiring tissues such as
cardiac muscle [192]. Cardiolipin is involved in maintaining mitochondrial structure and
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super complexes. Mitochondrial integrity is fundamental for different cellular processes
enclosing hypoxia, apoptosis, autophagy, cell proliferation, and differentiation [193].

BTHS frequency is about 1/300,000 to 400,000 births, and there are also reports on a
substantial risk of fetal loss and stillbirths [194,195]. There is no known racial or ethnic
predilection and emerging evidence that it is highly underestimated [196]. Nowadays, there
are no genotype/phenotype correlation studies. BTHS shows high intra- and inter familiar
variability [197]. Differently from Danon syndrome, this X-linked is less represented in
female carriers.

BTHS is principally characterized by skeletal myopathy (97%), CMP (73%), neu-
tropenia (70-85%), growth retardation/delay in puberty (58%) [198], and increased levels
of 3-methylglutaconic aciduria (3-MGC). The latter biomarker is reported in 88% of pa-
tients [199], and the defective phospholipid remodeling is expressed by elevated levels
of the monolysocardiolipin/cardiolipin (MLCL/CL) ratio in blood spot and abnormal
cardiolipin profiles in lymphocytes and tissues [200,201]. 3-MGC levels can be normal
on single sample testing [202] and may be normal on repeated urinary tests for the first
6 to 18 months of life [203]. In the latter study performed by our group, we recommend
proceeding to molecular testing and/or repeating, periodically, this specific biomarker
testing when clinical suspicion is high due to “incomplete penetrance” of 3-MGC release in
all affected patients.

The mortality related to BTHS is high throughout infancy, which is primarily related
to progressive CMP and immune deficiency [191].

Neutropenia is a highly variable feature in BTHS. It can be the presenting feature,
manifest late; it can be absent, mild, persistent, intermittent, truly cyclic, and unpre-
dictable [196-204].

Regarding the cardiac aspect, it has two major manifestations: the arrhythmic spectrum
and myocardial changes.

It can be associated with ventricular arrhythmias and SCD independently from struc-
tural myocardial anomalies [205-207]. Ventricular arrhythmia is documented in 13% of
patients necessitating an implantable cardioverter-defibrillator (ICD) [208] in older chil-
dren [196]. Prolonged or borderline prolonged QTc is observed in 43% of patients [198]
with or without myocardial involvement [209].

A major clinical feature in BTHS is CMP, with high prevalence in early life. In 70%
of patients, CMP occurs in the first year of life [208]. In many affected individuals, CMP
improves after initial infantile-onset or stabilizes with anti-HF medical treatment in tod-
dlers [210] and personal observation.

The myocardial phenotype shows DCM in the majority associated with endomyocardial
fibroelastosis [205]. LVNC is described in 50%. Instead, HCM is rarely observed [198-211].
In the same case, both DCM and HCM are seen in the same family [198], and overlapping
myocardial features can be detected in the same individual [212,213]. HT is successfully
reached in BTHS, especially when immunological and systemic comorbidities are less
expressed [203].

2.9. CMP + Tall Stature

The specific disorders reported in this paragraph is summarized in Figure 10.

Marfan Syndrome (MFS)

Marfan syndrome (MFS, MIM # 154700) is an AD condition characterized by multisys-
tem involvement. The main signs are generally cardiac, ocular, and skeletal, but any other
organ or system with connective tissue background can be affected. In most individuals,
a pathogenic variant is identified at FBN1 (OMIM # 134797), located on 15g21 and encod-
ing with Fibrilin-1 [214]. In 90% of MFS patients, an FBN1 variant is detectable through
sequencing analysis. On the other hand, 5% of cases are due to deletions or duplications
in one to more exons of the gene, detectable through multiplex ligation-dependent probe
amplification (MLPA) [214].
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multisystemic involvement

Figure 10. CMP + tall stature. Abbreviations: BAV, bicuspid aortic valve; CMP, cardiomyopathy;
CHDs, congenital heart defects; DCM, dilated cardiomyopathy; MV, mitral valve, RCM, restrictive
cardiomyopathy; S, syndrome.

Diagnostic criteria follow the 2010 revised Ghent Nosology, taking into consideration
the major organ involvement in this condition [215]. However, it is important to take into
consideration that the disease penetrance is age-related. In other words, final judgement
of suspected cases in children must not be conclusive due to the dynamic nature of the
disorder and the possibility to express certain criteria later in life (often before 20 years old).

From a multisystemic point of view, a major sign is represented by ectopia lentis (EL),
reaching up to 50% of patients. Other signs include different degrees of myopia, includ-
ing severe forms. A variable combination of musculoskeletal features can be observed,
including tall stature (not pathognomonic in MFS), dolichocephaly, pectus excavatum or
carinatum, scoliosis, arachnodactyly and other features, also known as Marfanoid habi-
tus [215].

Revised Ghent criteria include a combination of different multisystemic features and
family history for MFS.

The major cardiac sign related to MFS is represented by aortic root dilatation leading
to aneurysmatic progressive changes and susceptibility to subsequent rupture. Aortic root
dilatation is estimated by echocardiographic measurement of aortic diameter (Ao) at the
sinuses of Valsalva above indicated Z-score or aortic root dissection. The 2010 revised
Ghent Nosology takes into account aortic changes for the establishment of MFS diagnosis
on the basis of two main groups. In the first group, when family history is negative, MFS is
confirmed if Ao (>2) is associated with EL or FBN1 variant or systemic score (>7 points).
In the latter group, other conditions in differential diagnosis to MFS must be taken into
consideration. The second group is in the presence of positive family history for MFS when
AO (Z score > 2 above 20 years old, >3 below 20 years). In the absence of identified FBN1,
other conditions in differential diagnosis to MFS must be taken into consideration [215].

Valvular involvement in MFS is well represented. Mitral and tricuspid valves may
be implicated with prolapse and regurgitation. Excessive proximal pulmonary artery
dilatation is observed in a reasonable percentage of patients.

A few years ago, we revised in a comprehensive manner the medical management
of MFS and related conditions, bringing light on the latest medical and surgical options
related to MFS [216].

Recently Mosquera and De Backer (2021) have described possible myocardial changes
in the form of CMP in MFS. They report two different clinical entities: HF in neonatal
MFS (nMFS) and CMP in classical MFS. Children with nMFS generally show tricuspid and
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mitral valve prolapse, usually with severe progressive regurgitation leading to congestive
HF [217].

Moreover, several (historical) series on survival in MFS have listed HF as one of the
leading causes of death and indication for HT. HF in MFS can reach up to 30% [218,219],
which might lead to the risk of aortic dissection. Initially, myocardial dysfunction is mostly
mild and subclinical and does not progress rapidly. One of the major triggering factors
for HF in MFS is the underlying severe valvular disease (aortic and/or mitral valve regur-
gitation). However, several reports from independent researchers have shown intrinsic
myocardial dysfunction in MFS. In fact, the reported prevalence of what is now known as
Marfan CMP ranges from 3% [220] to 68% [221] across different series, depending on the
definition and population characteristics. The involvement of both left and right ventri-
cles with systolic and diastolic dysfunctions are well described [222,223]. A possible link
between intrinsic CMP and an unfavorable course in the event of an additional hemody-
namic trigger such as valvular dysfunction and/or aortic root replacement has not yet been
demonstrated but seems plausible.

Major and progressive hemodynamic changes may trigger myocardial fibrosis [224].
In a single study, children with MFS and Loeys-Dietz syndrome (LDS), another related
connective tissue disease, showed increased LV and RV volumes and diffuse myocardial
fibrosis on CMR compared to healthy individuals [225]. Further studies are needed to
establish more solid results. Genotype—phenotype correlation studies are not available
except for two independent observations where a higher incidence of LV dilatation and
decreased LV function in patients carrying non-missense variants [226-228].

2.10. CMP + High Inbreeding

In clinical practice and in large pediatric cohorts, clinicians face complex clinical
pictures of children coming from a background with a high inbreeding rate. This fact leads
to a high prevalence of AR disorders in consanguineous populations. Examples of inbred
communities are Middle Eastern, Asian (such as from Pakistan), and Gypsy families. Other
highly inbred populations include those coming from geographical isolation (Finland,
Iceland and Sardinia Islet in Italy).

Despite the fact that consanguineous marriages are discouraged by the major religions,
recent studies estimated its prevalence among the Middle Eastern population is up to 40%,
representing some of the highest rates in the world [229-231]. This high inbreeding rate
leads to a high prevalence of private and ultra-rare AR disorders.

Certain populations can have a higher frequency of otherwise rare conditions. One
of these examples is TMEM?70 (OMIM # 612418) related disorders in the highly inbred
ROMA ancestry due to the ¢.317-2A>G founder mutation [232]. TMEM?70 is an AR mito-
chondrial disease (MIM # 604273) characterized by oligohydramnios (40%), IUGR (47%),
prematurity, CMP (89%), microcephaly (71%), facial dysmorphisms (66%), lactic acidosis,
hyperammonemia, hyperuricemia and increased secretion of 3-MGC (95%) [199]. The latter
biomarker can be missing or intermittent in some patients [203].

Cardiac involvement in TMEM?70 related disorder includes variable degree and age of
onset of persistent pulmonary hypertension (22%), WPW pattern (13%), and CMP (more
frequently HCM and less frequently DCM).

In this review and according to progressively growing evidence in studies and in our
personal experience (unpublished data), we recommend a first-line exome study in children
born to consanguineous marriage. The recommended strategy is homozygosity mapping
combined with exome sequencing for genetic analysis in order to avoid time-wasting with
custom panels due to higher rates of private conditions that can be easily overlooked with
conventional limited next-generation sequencing (NGS) studies.

In the field of complex systemic CMP in children, clinicians can face unconventional
manifestations of certain ultra-rare diseases. In other words, CMP can be the expanding
phenotype/sign and the previously unreported finding in certain ultra-rare conditions.
This emerging issue can be explained due to the rapidly increasing global description



J. Cardiovasc. Dev. Dis. 2022, 9, 47

22 of 33

of previously limited cohorts and due to the fact of prolonged survival of these children
leading to the appearance of unpredictable signs. In order to explain this vision, we report
the example of a toddler who is the first child of a highly inbred Pakistani family with the
manifestation of repeated respiratory distress and infections that needed tracheostomy with
subsequent stenosis. She showed developmental delay, neurosensory bilateral hearing loss,
strabismus, diffuse large bullous skin lesions partially leading to erosion and eruption of
the skin majorly in skin folds (neck, axilla, elbows, genital, and knees). At the age of 2 years
and a half, echocardiography showed LVNC with normal LV function and dimensions.
She had a rapid worsening of clinical condition after a triggering factor of urinary tract
infection. Subsequently, she developed cerebral edema and aborted SCD. After a few
days, cerebral death was declared due to irreversible brain damage. Clinical exome study
showed homozygous variant in NAXE: c.608_616delTCCTGAGTG (p.Leu204_Val206del)
and confirmed the diagnosis of AR NAXE gene mutation-related encephalopathy, a lethal
neurometabolic disorder. In this specific case, we believe that the myocardial manifestation
of LVNC can be an emerging sign or phenotypic expansion of this lethal disease.

3. Complex Multisystemic CMPs and Autophagy

During the process of literature revision, we have perceived a “repeating pattern” of
a relatively common etiologic component in some forms of complex/multisystem CMP.
In other words, certain syndromes such as Danon, Vici, Alstrom, Barth, and Myhre syn-
dromes’ share a common pathway of directly or indirectly defective “autophagy” process.
Autophagy represents a fundamental multi-step mechanism that maintains homeosta-
sis through the removal of defective proteins and organelles, defence against infections
and adaptation to changing metabolic demands [233,234]. This process is particularly
enhanced in neurons, muscles and probably in the heart. In most of these disorders,
the major final step appears to be defective autophagy and fibrosis with possible initiat-
ing /triggering factors for CMPs. This conjoint aspect in all these rare diseases could be
important for possible prognostic/therapeutic implications in this category of patients.
However, multicentric studies detailed functional and experimental models are needed
prior to deriving conclusions.

4. A Link between CHDs and Children CMP

A final aspect to focus on is the association of CMP with CHDs and arrhythmias that
were previously thought to be separated entities. This watertight is slowly vanishing, and
previously determined barriers separating these three major groups seem to be inconsistent.
Several complex conditions (chromosomal or monogenic ones) are frequently associated
with CHD or CMP and can determine an overlapping phenotype [18].

One of the commonest examples in the field of complex systemic CMP is the group
of RASopathies known for its major findings related to CHDs as PVS, ASD, VSD, AVCD,
CoAo, TOF but also for CMP (HCM, less frequently DCM) in addition to progressive
arrhythmic events. On the other hand, an increasingly growing example of single gene
defects that can cause isolated CMP with or without CHD is related to MYH7 (OMIM #
160760), a sarcomeric gene, which generally causes CMP or tachyarrhythmias but lately
more and more observed in ASD, VSD, Ebstein anomaly, pulmonary artery hypoplasia and
CoAo associated or not to myocardial involvement [18-235]. Moreover, Basu et al., 2014
has described BAV in a family with LVNC.

All the previous examples recommend major attention when observing CHDs, es-
pecially those with a complex or familial background, in order to avoid misdiagnosis of
potential progressive myocardial and /or arrhythmic events.

5. Conclusions

Complex multisystemic pediatric CMP is a highly heterogeneous group of disorders.
Standardized protocols that help clinicians in the diagnostic workup of these conditions
are scarce in studies. In fact, complex CMP represents a rarity within a rarity.



J. Cardiovasc. Dev. Dis. 2022, 9, 47

23 of 33

7

However, for the majority of these rare disorders, we observed specific “red flags’
associated with CMP that can be the focus to reach an appropriate diagnosis. These aspects
can be gathered and processed along with the clinical workup that starts from history
down to detailed investigations. In other words, the diagnostic process of complex CMP
in children needs knowledge in cardiology, pediatrics, metabolic, radiology, and genetics
(both clinical and molecular) (Figures 1 and 11). Physicians who look after CMPs in children
can face the most bizarre scenarios. It is rather an “artisan” work that needs personalized
process. In large cohorts of systemic CMP, there may be a list of more than 30 to 40 different
disorders that can not be repeated in two different patients over 20 years of cohort data
gathering (personal observation, Baban 2021). The diagnostic process of CMP in children is
rather a personalized medicine approach that does not need “anarchy” but a step-by-step
method in order to deliver personalized management. Each data can represent a milestone
within the diagnostic process of patients with complex multisystemic CMP. For example,
starting from family history, consanguinity can be a red flag for AR conditions; specific
clinical signs/symptoms (e.g., skin changes with wooly hair and PPK is a sign in CS),
recurrent infections with neutropenia in a male is a sign of BTHS, but the same sign of
recurrent infection in a dysmorphic infant with skin hypopigmentation and the absent
corpus callosum is a sign of Vici syndrome. These “alarm bells” can quickly direct the
clinicians towards specific disorders and set up a personalized path.

Isolated Sporadic Cardiomyopathies

non compaction

T —) % A—
Hypertrophic Arrhythmogenic

50% NGS GS
detection detection
e A rate dete&ibn rate

Figure 11. NGS detection rate in isolated CMPs. Abbreviations: CMPs, cardiomyopathies; NGS,
next-generation sequencing.

This approach can be extremely important for a rapid diagnostic and prognostic/
therapeutic assessment. Time is often the worst enemy in the management of complex CMP.

6. Limitations

Our attempt to provide an algorithm based on specific “red flags” in the diagnostic
process of CMP in children with complex conditions does not lack limitations. The major
limitation is the extensive heterogeneity of the field. Moreover, it is well-known that some
genetically determined conditions, particularly those with AD inheritance, are characterized
by incomplete penetrance and phenotypic variability. The other difficulty in pediatric
group is age-related penetrance and ethical issues when offering molecular testing to non-
manifested children. These two genetic characteristics can make the diagnostic pathway
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difficult or slow it down. Moreover, genetic investigations are major, with a limited
detection rate (Figure 11). The main focus of this paper is to observe children with CMP in
a serial and global manner and not in a sectorial manner (only cardiac or static evaluation).
In order to reach an appropriate diagnosis, family members genotyping and phenotyping
are essential processes.

Author Contributions: Conceptualization, A.B., VL. and G.P.; methodology A.B., V.L. and G.P;
software, G.P. and F.C.; formal analysis, A.B., V.L. and G.P,; data curation, A.B., VL., G.P,M.SS, M.A.,
M.EH., AR, CD.-V, M.CD,, AN, ED. and M.R; writing—original draft preparation, V.L., G.P. and
A.B.; clinicians who looked after the patients: A.B., VL., G.P,M.SS,R.A,M.A, MEH, AR, C.D.-V,
M.C.D., AN,, ED. and M.R,; writing—review and editing, V.L., G.P. and A.B.; supervision, A.B. All
authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: Ethical review and approval were waived for this study
since it represents a literature revision.

Informed Consent Statement: Informed consent was obtained from all subjects involved in the study.

Acknowledgments: We thank the Families for helping us to better understand these complex disor-
ders. We acknowledge that this work is part of the Good Clinical Practice program: “cardiogenetic
assessment of children with heart diseases”. Part of this study belongs to the “Bando Finalizzato
GR-2018-12368395”. We thank Paola Pagliari, Daniela Corbo and Roberta Scheggi for technical and
logistic support. Bambino Gestt Children Hospital is an HCP for The European Reference Network
for rare, low prevalence and complex diseases of the heart-ERN GUARD-Heart.

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

References

1.

10.

11.

Lipshultz, S.E.; Sleeper, L.A.; Towbin, J.A.; Lowe, AM.; Orav, E.J.; Cox, G.F,; Lurie, PR.; McCoy, K.L.; McDonald, M.A;
Messere, ].E.; et al. The Incidence of Pediatric Cardiomyopathy in Two Regions of the United States. N. Engl. ]. Med. 2003, 348,
1647-1655. [CrossRef] [PubMed]

Nugent, A.W.; Daubeney, P.E.F.; Chondros, P.; Carlin, ].B.; Cheung, M.; Wilkinson, L.C.; Davis, A.M.; Kahler, S.G.; Chow, CW,;
Wilkinson, J.L.; et al. The Epidemiology of Childhood Cardiomyopathy in Australia. N. Engl. ]. Med. 2003, 348, 1639-1646.
[CrossRef] [PubMed]

Andrews, R.E; Fenton, M.].; Ridout, D.A.; Burch, M.; British Congenital Cardiac Association. New-Onset Heart Failure Due to
Heart Muscle Disease in Childhood: A Prospective Study in the United Kingdom and Ireland: A Prospective Study in the United
Kingdom and Ireland. Circulation 2008, 117, 79-84. [CrossRef] [PubMed]

Massin, M.M.; Astadicko, I.; Dessy, H. Epidemiology of Heart Failure in a Tertiary Pediatric Center. Clin. Cardiol. 2008, 31,
388-391. [CrossRef]

Webber, S.A. New-Onset Heart Failure in Children in the Absence of Structural Congenital Heart Disease. Circulation 2008, 117,
11-12. [CrossRef]

Arola, A.; Jokinen, E.; Ruuskanen, O.; Saraste, M.; Pesonen, E.; Kuusela, A.L.; Tikanoja, T.; Paavilainen, T.; Simell, O. Epidemiology
of Idiopathic Cardiomyopathies in Children and Adolescents. A Nationwide Study in Finland. Am. ]. Epidemiol. 1997, 146,
385-393. [CrossRef]

Jefferies, J.L.; Wilkinson, ].D.; Sleeper, L.A.; Colan, S.D.; Lu, M.; Pahl, E.; Kantor, P.F; Everitt, M.D.; Webber, S.A.;
Kaufman, B.D.; et al. Cardiomyopathy Phenotypes and Outcomes for Children with Left Ventricular Myocardial Noncompaction:
Results from the Pediatric Cardiomyopathy Registry. J. Card. Fail. 2015, 21, 877-884. [CrossRef]

Alvarez, J.A.; Orav, EJ.; Wilkinson, J.D.; Fleming, L.E.; Lee, D.J.; Sleeper, L.A.; Rusconi, P.G.; Colan, S.D.; Hsu, D.T,;
Canter, C.E.; et al. Competing Risks for Death and Cardiac Transplantation in Children with Dilated Cardiomyopathy: Results
from the Pediatric Cardiomyopathy Registry: Results from the Pediatric Cardiomyopathy Registry. Circulation 2011, 124, 814-823.
[CrossRef]

Towbin, J.A.; Lowe, A.M.; Colan, S.D.; Sleeper, L.A.; Orav, E].; Clunie, S.; Messere, J.; Cox, G.F; Lurie, PR.; Hsu, D.; et al.
Incidence, Causes, and Outcomes of Dilated Cardiomyopathy in Children. JAMA 2006, 296, 1867-1876. [CrossRef]

Lipshultz, S.E.; Law, Y.M.; Asante-Korang, A.; Austin, E.D.; Dipchand, A.L; Everitt, M.D.; Hsu, D.T.; Lin, K.Y.; Price, J.E;
Wilkinson, ].D.; et al. Cardiomyopathy in Children: Classification and Diagnosis: A Scientific Statement from the American Heart
Association. Circulation 2019, 140, €9-e68. [CrossRef]

Kaski, J.P; Syrris, P; Esteban, M.T.T.; Jenkins, S.; Pantazis, A.; Deanfield, ].E.; McKenna, W.].; Elliott, PM. Prevalence of Sarcomere
Protein Gene Mutations in Preadolescent Children with Hypertrophic Cardiomyopathy. Circ. Cardiovasc. Genet. 2009, 2, 436—441.
[CrossRef]


http://doi.org/10.1056/NEJMoa021715
http://www.ncbi.nlm.nih.gov/pubmed/12711739
http://doi.org/10.1056/NEJMoa021737
http://www.ncbi.nlm.nih.gov/pubmed/12711738
http://doi.org/10.1161/CIRCULATIONAHA.106.671735
http://www.ncbi.nlm.nih.gov/pubmed/18086928
http://doi.org/10.1002/clc.20262
http://doi.org/10.1161/CIRCULATIONAHA.107.747469
http://doi.org/10.1093/oxfordjournals.aje.a009291
http://doi.org/10.1016/j.cardfail.2015.06.381
http://doi.org/10.1161/CIRCULATIONAHA.110.973826
http://doi.org/10.1001/jama.296.15.1867
http://doi.org/10.1161/CIR.0000000000000682
http://doi.org/10.1161/CIRCGENETICS.108.821314

J. Cardiovasc. Dev. Dis. 2022, 9, 47 25 of 33

12.

13.

14.

15.

16.

17.
18.
19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

Peddy, S.B.; Vricella, L.A.; Crosson, J.E.; Oswald, G.L.; Cohn, R.D.; Cameron, D.E.; Valle, D.; Loeys, B.L. Infantile Restrictive
Cardiomyopathy Resulting from a Mutation in the Cardiac Troponin T Gene. Pediatrics 2006, 117, 1830-1833. [CrossRef]

Ware, S.M.; Quinn, M.E; Ballard, E.T.; Miller, E.; Uzark, K.; Spicer, R.L. Pediatric Restrictive Cardiomyopathy Associated with a
Mutation in Beta-Myosin Heavy Chain. Clin. Genet. 2008, 73, 165-170. [CrossRef]

Kaski, J.P; Syrris, P.; Burch, M.; Tomé-Esteban, M.-T.; Fenton, M.; Christiansen, M.; Andersen, P.S.; Sebire, N.; Ashworth, M.;
Deanfield, J.E.; et al. Idiopathic Restrictive Cardiomyopathy in Children Is Caused by Mutations in Cardiac Sarcomere Protein
Genes. Heart 2008, 94, 1478-1484. [CrossRef]

Hoedemaekers, Y.M.; Caliskan, K.; Michels, M.; Frohn-Mulder, I.; van der Smagt, J.J.; Phefferkorn, J.E.; Wessels, M.W.; ten
Cate, EJ.; Sijbrands, E.J.G.; Dooijes, D.; et al. The Importance of Genetic Counseling, DNA Diagnostics, and Cardiologic Family
Screening in Left Ventricular Noncompaction Cardiomyopathy. Circ. Cardiovasc. Genet. 2010, 3, 232-239. [CrossRef]
Kayvanpour, E.; Sedaghat-Hamedani, F.; Amr, A; Lai, A.; Haas, J.; Holzer, D.B.; Frese, K.S.; Keller, A.; Jensen, K.; Katus, H.A.; et al.
Genotype-Phenotype Associations in Dilated Cardiomyopathy: Meta-Analysis on More than 8000 Individuals. Clin. Res. Cardiol.
2017, 106, 127-139. [CrossRef]

Ware, S.M. Genetics of Paediatric Cardiomyopathies. Curr. Opin. Pediatr. 2017, 29, 534-540. [CrossRef]

Baban, A.; Lodato, V.; Parlapiano, G.; Drago, F. Genetics in Congenital Heart Diseases: Unraveling the Link between Cardiac
Morphogenesis, Heart Muscle Disease, and Electrical Disorders. Heart Fail. Clin. 2022, 18, 139-153. [CrossRef]

Valentini, D.; Di Camillo, C.; Mirante, N.; Vallogini, G.; Olivini, N.; Baban, A.; Buzzonetti, L.; Galeotti, A.; Raponi, M.; Villani, A.
Medical Conditions of Children and Young People with Down Syndrome. J. Intellect. Disabil. Res. 2021, 65, 199-209. [CrossRef]
Baban, A.; Olivini, N.; Cantarutti, N.; Cali, F.; Vitello, C.; Valentini, D.; Adorisio, R.; Calcagni, G.; Alesi, V.; Di Mambro, C.; et al.
Differences in Morbidity and Mortality in Down Syndrome Are Related to the Type of Congenital Heart Defect. Am. J. Med. Genet.
A 2020, 182, 1342-1350. [CrossRef]

Assenza, G.E.; Autore, C.; Marino, B. Hypertrophic Cardiomyopathy in a Patient with Down’s Syndrome. J. Cardiovasc. Med.
2007, 8, 463-464. [CrossRef]

Hoe, T.S.; Chan, K.C.; Boo, N.Y. Cardiovascular Malformations in Malaysian Neonates with Down’s Syndrome. Singap. Med. ].
1990, 31, 474-476.

Korten, M.-A.; Helm, P.C.; Abdul-Khaliq, H.; Baumgartner, H.; Kececioglu, D.; Schlensak, C.; Bauer, UM.M.; Diller, G.-P;
Competence Network for Congenital Heart Defects Investigators. Eisenmenger Syndrome and Long-Term Survival in Patients
with Down Syndrome and Congenital Heart Disease. Heart 2016, 102, 1552-1557. [CrossRef]

Balli, S.; Yucel, I.K,; Kibar, A.E.; Ece, I; Dalkiran, E.S.; Candan, S. Assessment of Cardiac Function in Absence of Congenital and
Acquired Heart Disease in Patients with Down Syndrome. World ]. Pediatr. 2016, 12, 463-469. [CrossRef]

Abtahi, S.; Nezafati, P.; Amoozgar, H.; Rafie-Torghabe, M.; Nezafati, M.H. Evaluation of Left Ventricle Systolic and Diastolic
Functions by Tissue Doppler Echocardiography in Children with down Syndrome. Iran. J. Pediatr. 2017, 26, €3807. [CrossRef]
Orphanet: Sindrome da delezione 1p36. Available online: https://www.orpha.net/consor/cgi-bin/OC_Exp.php?Lng=IT&
Expert=1606 (accessed on 29 December 2021).

Shapira, S.K.; McCaskill, C.; Northrup, H.; Spikes, A.S.; Elder, EF,; Sutton, V.R.; Korenberg, ].R.; Greenberg, F.; Shaffer, L.G.
Chromosome 1p36 Deletions: The Clinical Phenotype and Molecular Characterization of a Common Newly Delineated Syndrome.
Am. J. Hum. Genet. 1997, 61, 642-650. [CrossRef]

Shaffer, L.G.; Lupski, J.R. Molecular Mechanisms for Constitutional Chromosomal Rearrangements in Humans. Annu. Rev. Genet.
2000, 34, 297-329. [CrossRef]

Heilstedt, H.A.; Ballif, B.C.; Howard, L.A.; Lewis, R.A_; Stal, S.; Kashork, C.D.; Bacino, C.A.; Shapira, S.K.; Shaffer, L.G. Physical
Map of 1p36, Placement of Breakpoints in Monosomy 1p36, and Clinical Characterization of the Syndrome. Am. |. Hum. Genet.
2003, 72, 1200-1212. [CrossRef]

Zaveri, H.P; Beck, T.F,; Hernandez-Garcia, A.; Shelly, K.E.; Montgomery, T.; van Haeringen, A.; Anderlid, B.-M.; Patel, C.; Goel, H,;
Houge, G.; et al. Identification of Critical Regions and Candidate Genes for Cardiovascular Malformations and Cardiomyopathy
Associated with Deletions of Chromosome 1p36. PLoS ONE 2014, 9, e85600. [CrossRef]

Zhu, X.; Zhang, Y.; Wang, ].; Yang, ].-F; Yang, Y.-F.; Tan, Z.-P. 576 Kb Deletion in 1p36.33-P36.32 Containing SKI Is Associated with
Limb Malformation, Congenital Heart Disease and Epilepsy. Gene 2013, 528, 352-355. [CrossRef]

Lodato, V.; Orlando, V.; Alesi, V.; Di Tommaso, S.; Bengala, M.; Parlapiano, G.; Agnolucci, E.; Cicenia, M.; Cali, F.; Digilio, M.C,;
et al. 1p36 Deletion Syndrome and the Aorta: A Report of Three New Patients and a Literature Review. J. Cardiovasc. Dev. Dis.
2021, 8, 159. [CrossRef] [PubMed]

Okamoto, N.; Toribe, Y.; Nakajima, T.; Okinaga, T.; Kurosawa, K.; Nonaka, I.; Shimokawa, O.; Matsumoto, N. A Girl with 1p36
Deletion Syndrome and Congenital Fiber Type Disproportion Myopathy. J. Hum. Genet. 2002, 47, 556-559. [CrossRef] [PubMed]
Heilstedt, H.A.; Ballif, B.C.; Howard, L.A.; Kashork, C.D.; Shaffer, L.G. Population Data Suggest That Deletions of 1p36 Are
a Relatively Common Chromosome Abnormality: Epidemiology of Deletion 1p36. Clin. Genet. 2003, 64, 310-316. [CrossRef]
[PubMed]

Gajecka, M.; Mackay, K.L.; Shaffer, L.G. Monosomy 1p36 Deletion Syndrome. Am. . Med. Genet. C Semin. Med. Genet. 2007, 145C,
346-356. [CrossRef]


http://doi.org/10.1542/peds.2005-2301
http://doi.org/10.1111/j.1399-0004.2007.00939.x
http://doi.org/10.1136/hrt.2007.134684
http://doi.org/10.1161/CIRCGENETICS.109.903898
http://doi.org/10.1007/s00392-016-1033-6
http://doi.org/10.1097/MOP.0000000000000533
http://doi.org/10.1016/j.hfc.2021.07.016
http://doi.org/10.1111/jir.12804
http://doi.org/10.1002/ajmg.a.61586
http://doi.org/10.2459/01.JCM.0000269712.86134.48
http://doi.org/10.1136/heartjnl-2016-309437
http://doi.org/10.1007/s12519-016-0012-3
http://doi.org/10.5812/ijp.5735
https://www.orpha.net/consor/cgi-bin/OC_Exp.php?Lng=IT&Expert=1606
https://www.orpha.net/consor/cgi-bin/OC_Exp.php?Lng=IT&Expert=1606
http://doi.org/10.1086/515520
http://doi.org/10.1146/annurev.genet.34.1.297
http://doi.org/10.1086/375179
http://doi.org/10.1371/journal.pone.0085600
http://doi.org/10.1016/j.gene.2013.07.024
http://doi.org/10.3390/jcdd8110159
http://www.ncbi.nlm.nih.gov/pubmed/34821712
http://doi.org/10.1007/s100380200085
http://www.ncbi.nlm.nih.gov/pubmed/12376748
http://doi.org/10.1034/j.1399-0004.2003.00126.x
http://www.ncbi.nlm.nih.gov/pubmed/12974736
http://doi.org/10.1002/ajmg.c.30154

J. Cardiovasc. Dev. Dis. 2022, 9, 47 26 of 33

36.

37.

38.

39.

40.

41.

42.

43.
44.
45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

Battaglia, A.; Hoyme, H.E.; Dallapiccola, B.; Zackai, E.; Hudgins, L.; McDonald-McGinn, D.; Bahi-Buisson, N.; Romano, C.;
Williams, C.A; Brailey, L.L.; et al. Further Delineation of Deletion 1p36 Syndrome in 60 Patients: A Recognizable Phenotype and
Common Cause of Developmental Delay and Mental Retardation. Pediatrics 2008, 121, 404-410. [CrossRef]

Cheng, A.; Dinulos, M.B.P.; Neufeld-Kaiser, W.; Rosenfeld, J.; Kyriss, M.; Madan-Khetarpal, S.; Risheg, H.; Byers, PH.; Liu, Y.J.
6q25.1 (TAB2) Microdeletion Syndrome: Congenital Heart Defects and Cardiomyopathy. Am. ]J. Med. Genet. A 2017, 173,
1848-1857. [CrossRef]

Engwerda, A.; Leenders, EK.SM.; Frentz, B.; Terhal, P.A.; Lohner, K.; de Vries, B.B.A.; Dijkhuizen, T.; Vos, Y.J.; Rinne, T,
van den Berg, M.P; et al. TAB2 Deletions and Variants Cause a Highly Recognisable Syndrome with Mitral Valve Disease,
Cardiomyopathy, Short Stature and Hypermobility. Eur. |. Hum. Genet. 2021, 29, 1669-1676. [CrossRef]

Thienpont, B.; Zhang, L.; Postma, A.V.; Breckpot, J.; Tranchevent, L.-C.; Van Loo, P.; Mellgard, K.; Tommerup, N.; Bache, I;
Ttimer, Z.; et al. Haploinsufficiency of TAB2 Causes Congenital Heart Defects in Humans. Am. J. Hum. Genet. 2010, 86, 839-849.
[CrossRef]

Cheng, A.; Neufeld-Kaiser, W.; Byers, P.H.; Liu, Y.J. 6q25.1 (TAB2) Microdeletion Is a Risk Factor for Hypoplastic Left Heart: A
Case Report That Expands the Phenotype. BMC Cardiovasc. Disord. 2020, 20, 137. [CrossRef]

Weiss, K.; Applegate, C.; Wang, T.; Batista, D.A.S. Familial TAB2 Microdeletion and Congenital Heart Defects Including Unusual
Valve Dysplasia and Tetralogy of Fallot: A 3 Generation Family WithTAB2deletion. Am. J. Med. Genet. A 2015, 167, 2702-2706.
[CrossRef]

Caulfield, T.R; Richter, J.E., Jr.; Brown, E.E.; Mohammad, A.N.; Judge, D.P.; Atwal, P.S. Protein Molecular Modeling Techniques
Investigating Novel TAB2 Variant R347X Causing Cardiomyopathy and Congenital Heart Defects in Multigenerational Family.
Mol. Genet. Genomic Med. 2018, 6, 666—672. [CrossRef]

Rauen, K.A. The RASopathies. Annu. Rev. Genom. Hum. Genet. 2013, 14, 355-369. [CrossRef]

Roberts, A.E. Noonan Syndrome; University of Washington: Seattle, WA, USA, 2021.

Calcagni, G.; Gagliostro, G.; Limongelli, G.; Unolt, M.; De Luca, E.; Digilio, M.C.; Baban, A.; Albanese, S.B.; Ferrero, G.B,;
Baldassarre, G.; et al. Atypical Cardiac Defects in Patients with RASopathies: Updated Data on CARNET Study. Birth Defects Res.
2020, 112, 725-731. [CrossRef]

Digilio, M.C.; Romana Lepri, F,; Dentici, M.L.; Henderson, A.; Baban, A.; Roberti, M.C.; Capolino, R.; Versacci, P.; Surace, C.;
Angioni, A.; et al. Atrioventricular Canal Defect in Patients with RASopathies. Eur. . Hum. Genet. 2013, 21, 200-204. [CrossRef]
Linglart, L.; Gelb, B.D. Congenital Heart Defects in Noonan Syndrome: Diagnosis, Management, and Treatment. Am. |. Med.
Genet. C Semin. Med. Genet. 2020, 184, 73-80. [CrossRef]

Norrish, G.; Field, E.; Mcleod, K,; Ilina, M.; Stuart, G.; Bhole, V.; Uzun, O.; Brown, E.; Daubeney, P.E.F; Lota, A.; et al. Clinical
Presentation and Survival of Childhood Hypertrophic Cardiomyopathy: A Retrospective Study in United Kingdom. Eur. Heart .
2019, 40, 986-993. [CrossRef]

Calcagni, G.; Adorisio, R.; Martinelli, S.; Grutter, G.; Baban, A.; Versacci, P; Digilio, M.C.; Drago, E,; Gelb, B.D.; Tartaglia, M.; et al.
Clinical Presentation and Natural History of Hypertrophic Cardiomyopathy in RASopathies. Heart Fail. Clin. 2018, 14, 225-235.
[CrossRef]

Baban, A.; Olivini, N.; Lepri, ER,; Cali, F; Mucciolo, M.; Digilio, M.C.; Calcagni, G.; di Mambro, C.; Dallapiccola, B.;
Adorisio, R; et al. SOS1 Mutations in Noonan Syndrome: Cardiomyopathies and Not Only Congenital Heart Defects! Re-
port of Six Patients Including Two Novel Variants and Literature Review. Am. ]. Med. Genet. A 2019, 179, 2083-2090. [CrossRef]
Norrish, G.; Kolt, G.; Cervi, E,; Field, E.; Dady, K.; Ziétkowska, L.; Olivotto, I.; Favilli, S.; Passantino, S.; Limongelli, G.; et al.
Clinical Presentation and Long-Term Outcomes of Infantile Hypertrophic Cardiomyopathy: A European Multicentre Study. ESC
Heart Fail. 2021, 8, 5057-5067. [CrossRef]

Lepri, ER,; Scavelli, R.; Digilio, M.C.; Gnazzo, M.; Grotta, S.; Dentici, M.L.; Pisaneschi, E.; Sirleto, P.; Capolino, R.; Baban, A.; et al.
Diagnosis of Noonan Syndrome and Related Disorders Using Target next Generation Sequencing. BMC Med. Genet. 2014, 15, 14.
[CrossRef]

Starr, L.J.; Lindor, N.M.; Lin, A.E. Myhre Syndrome; University of Washington: Seattle, WA, USA, 2017.

Liang, C.; Xu, ].; Meng, Q.; Zhang, B.; Liu, J.; Hua, J.; Zhang, Y.; Shi, S.; Yu, X. TGFB1-Induced Autophagy Affects the Pattern of
Pancreatic Cancer Progression in Distinct Ways Depending on SMAD4 Status. Autophagy 2020, 16, 486-500. [CrossRef]

Lin, A.E.; Michot, C.; Cormier-Daire, V.; L'Ecuyer, T.].; Matherne, G.P,; Barnes, B.H.; Humberson, J.B.; Edmondson, A.C.; Zackai,
E.; O’Connor, M.],; et al. Gain-of-Function Mutations InNSMADA4cause a Distinctive Repertoire of Cardiovascular Phenotypes in
Patients with Myhre Syndrome. Am. J. Med. Genet. A 2016, 170, 2617-2631. [CrossRef]

Starr, L.]J.; Grange, D.K,; Delaney, ].W.; Yetman, A.T.; Hammel, ].M.; Sanmann, J.N.; Perry, D.A.; Schaefer, G.B.; Olney, A.H.
Myhre Syndrome: Clinical Features and Restrictive Cardiopulmonary Complications. Am. J. Med. Genet. A 2015, 167, 2893-2901.
[CrossRef]

Gravholt, C.H.; Viuff, M.H.; Brun, S.; Stochholm, K.; Andersen, N.H. Turner Syndrome: Mechanisms and Management. Nat. Rev.
Endocrinol. 2019, 15, 601-614. [CrossRef]

Volkl, TM.K.; Degenhardt, K.; Koch, A.; Simm, D.; Dorr, H.G.; Singer, H. Cardiovascular Anomalies in Children and Young
Adults with Ullrich-Turner Syndrome the Erlangen Experience. Clin. Cardiol. 2005, 28, 88-92. [CrossRef]


http://doi.org/10.1542/peds.2007-0929
http://doi.org/10.1002/ajmg.a.38254
http://doi.org/10.1038/s41431-021-00948-0
http://doi.org/10.1016/j.ajhg.2010.04.011
http://doi.org/10.1186/s12872-020-01404-5
http://doi.org/10.1002/ajmg.a.37210
http://doi.org/10.1002/mgg3.401
http://doi.org/10.1146/annurev-genom-091212-153523
http://doi.org/10.1002/bdr2.1670
http://doi.org/10.1038/ejhg.2012.145
http://doi.org/10.1002/ajmg.c.31765
http://doi.org/10.1093/eurheartj/ehy798
http://doi.org/10.1016/j.hfc.2017.12.005
http://doi.org/10.1002/ajmg.a.61312
http://doi.org/10.1002/ehf2.13573
http://doi.org/10.1186/1471-2350-15-14
http://doi.org/10.1080/15548627.2019.1628540
http://doi.org/10.1002/ajmg.a.37739
http://doi.org/10.1002/ajmg.a.37273
http://doi.org/10.1038/s41574-019-0224-4
http://doi.org/10.1002/clc.4960280209

J. Cardiovasc. Dev. Dis. 2022, 9, 47 27 of 33

59.

60.

61.

62.
63.
64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

Silberbach, M.; Roos-Hesselink, ].W.; Andersen, N.H.; Braverman, A.C.; Brown, N.; Collins, R.T.; De Backer, J.; Eagle, K.A,;
Hiratzka, L.F.; Johnson, W.H., Jr,; et al. Cardiovascular Health in Turner Syndrome: A Scientific Statement from the American
Heart Association. Circ. Genom. Precis. Med. 2018, 11, e000048. [CrossRef]

Viuff, M.H.; Trolle, C.; Wen, J.; Jensen, ].M.; Nergaard, B.L.; Gutmark, E.J.; Gutmark-Little, I.; Mortensen, K.H.; Gravholt, C.H;
Andersen, N.H. Coronary Artery Anomalies in Turner Syndrome. J. Cardiovasc. Comput. Tomogr. 2016, 10, 480-484. [CrossRef]
Bondy, C.A.; Ceniceros, I.; Van, P.L.; Bakalov, V.K.; Rosing, D.R. Prolonged Rate-Corrected QT Interval and Other Electrocardio-
gram Abnormalities in Girls with Turner Syndrome. Pediatrics 2006, 118, e1220—-e1225. [CrossRef]

Donadille, B.; Christin-Maitre, S. Heart and Turner Syndrome. Ann. Endocrinol. 2021, 82, 135-140. [CrossRef]

Bhatia, S.; Qasim, A.; Almasri, M.; Frank, L.; Aly, A.M. Left Ventricular Noncompaction in a Child with Turner Syndrome. Case
Rep. Pediatr. 2019, 2019, 6824321. [CrossRef]

Digilio, M.C.; Bernardini, L.; Gagliardi, M.G.; Versacci, P.; Baban, A.; Capolino, R.; Dentici, M.L.; Roberti, M.C.; Angioni,
A.; Novelli, A.; et al. Syndromic Non-Compaction of the Left Ventricle: Associated Chromosomal Anomalies: Syndromic
Non-Compaction of the Left Ventricle. Clin. Genet. 2013, 84, 362-367. [CrossRef] [PubMed]

Karlberg, N.; Jalanko, H.; Perheentupa, J.; Lipsanen-Nyman, M. Mulibrey Nanism: Clinical Features and Diagnostic Criteria. J.
Med. Genet. 2004, 41, 92-98. [CrossRef] [PubMed]

Kivisto, S.; Lipsanen-Nyman, M.; Kupari, M.; Hekali, P.; Lauerma, K. Cardiac Involvement in Mulibrey Nanism: Characterization
with Magnetic Resonance Imaging. J. Cardiovasc. Magn. Reson. 2004, 6, 645-652. [CrossRef] [PubMed]

Eerola, A.; Pihkala, ].I; Karlberg, N.; Lipsanen-Nyman, M.; Jokinen, E. Cardiac Dysfunction in Children with Mulibrey Nanism.
Pediatr. Cardiol. 2007, 28, 155-162. [CrossRef]

Kumpf, M.; Himéldinen, R.H.; Hofbeck, M.; Baden, W. Refractory Congestive Heart Failure Following Delayed Pericardectomy in
a 12-Year-Old Child with Mulibrey Nanism Due to a Novel Mutation in TRIM37. Eur. J. Pediatr. 2013, 172, 1415-1418. [CrossRef]
McDermott, D.A.; Fong, J.C.; Basson, C.T. Holt-Oram Syndrome; University of Washington: Seattle, WA, USA, 2019.

Varela, D.; Conceigao, N.; Cancela, M.L. Transcriptional Regulation of Human T-Box 5 Gene (TBX5) by Bone- and Cardiac-Related
Transcription Factors. Gene 2021, 768, 145322. [CrossRef]

Baban, A.; Postma, A.V.; Marini, M.; Trocchio, G.; Santilli, A.; Pelegrini, M.; Sirleto, P.; Lerone, M.; Albanese, S.B.; Barnett, P; et al.
Identification of TBX5 Mutations in a Series of 94 Patients with Tetralogy of Fallot. Am. . Med. Genet. A 2014, 164, 3100-3107.
[CrossRef]

Baban, A.; Pitto, L.; Pulignani, S.; Cresci, M.; Mariani, L.; Gambacciani, C.; Digilio, M.C.; Pongiglione, G.; Albanese, S. Holt-Oram
Syndrome with Intermediate Atrioventricular Canal Defect, and Aortic Coarctation: Functional Characterization of a de novo
TBX5 Mutation. Am. |. Med. Genet. A 2014, 164, 1419-1424. [CrossRef]

Markunas, A.M.; Manivannan, PK.R.; Ezekian, ].E.; Agarwal, A ; Eisner, W.; Alsina, K.; Allen, H.D.; Wray, G.A.; Kim, ].].; Wehrens,
X.H.T.; et al. TBX5-Encoded T-Box Transcription Factor 5 Variant T223M Is Associated with Long QT Syndrome and Pediatric
Sudden Cardiac Death. Am. J. Med. Genet. A 2021, 185, 923-929. [CrossRef]

Nieto-Marin, P.; Tinaquero, D.; Utrilla, R.G.; Cebridn, J.; Gonzdlez-Guerra, A.; Crespo-Garcia, T.; Camara-Checa, A.; Rubio-
Alarcén, M.; Dago, M.; Alfayate, S.; et al. Tbx5 Variants Disrupt Nav1.5 Function Differently in Patients Diagnosed with Brugada
or Long QT Syndrome. Cardiovasc. Res. 2021, cvab045. [CrossRef]

Rathjens, FS.; Blenkle, A ; Iyer, L M.; Renger, A.; Syeda, F.; Noack, C.; Jungmann, A.; Dewenter, M.; Toischer, K.; El-Armouche, A;
et al. Preclinical Evidence for the Therapeutic Value of TBX5 Normalization in Arrhythmia Control. Cardiovasc. Res. 2021, 117,
1908-1922. [CrossRef]

Zhu, Y.; Gramolini, A.O.; Walsh, M.A; Zhou, Y.-Q.; Slorach, C.; Friedberg, M.K.; Takeuchi, ] K.; Sun, H.; Henkelman, R.M.; Backx,
PH.; et al. Tbx5-Dependent Pathway Regulating Diastolic Function in Congenital Heart Disease. Proc. Natl. Acad. Sci. USA 2008,
105, 5519-5524. [CrossRef]

Boczek, N.J.; Best, ].M.; Tester, D.J.; Giudicessi, ].R.; Middha, S.; Evans, ].M.; Kamp, T.J.; Ackerman, M.]. Exome Sequencing
and Systems Biology Converge to Identify Novel Mutations in the L-Type Calcium Channel, CACNAIC, Linked to Autosomal
Dominant Long QT Syndrome. Circ. Cardiovasc. Genet. 2013, 6, 279-289. [CrossRef]

Kelu Bisabu, K.; Zhao, J.; Mokrane, A.-E.; Segura, E.; Marsolais, M.; Grondin, S.; Naas, E.; Gagnon, J.; Cadrin-Tourigny, J.; Aguilar,
M.; et al. Novel Gain-of-Function Variant in CACNA1C Associated with Timothy Syndrome, Multiple Accessory Pathways, and
Noncompaction Cardiomyopathy. Circ. Genom. Precis. Med. 2020, 13, €003123. [CrossRef]

Walsh, R.; Adler, A.; Amin, A.S.; Abiusi, E.; Care, M.; Bikker, H.; Amenta, S.; Feilotter, H.; Nannenberg, E.A.; Mazzarotto, F.;
et al. Evaluation of Gene Validity for CPVT and Short QT Syndrome in Sudden Arrhythmic Death. Eur. Heart ]. 2021, ehab687.
[CrossRef]

Kosaki, R.; Ono, H.; Terashima, H.; Kosaki, K. Timothy Syndrome-like Condition with Syndactyly but without Prolongation of
the QT Interval. Am. J. Med. Genet. A 2018, 176, 1657-1661. [CrossRef]

Feingold, B.; Mahle, W.T.; Auerbach, S.; Clemens, P.; Domenighetti, A.A.; Jefferies, J.L.; Judge, D.P; Lal, A.K.; Markham, L.W,;
Parks, W.J.; et al. Management of Cardiac Involvement Associated with Neuromuscular Diseases: A Scientific Statement from the
American Heart Association. Circulation 2017, 136, €200—e231. [CrossRef]

Amini, O.; Lakziyan, R.; Abavisani, M.; Sarchahi, Z. The Cardiomyopathy of Friedreich’s Ataxia Common in a Family: A Case
Report. Ann. Med. Surg. 2021, 66, 102408. [CrossRef]


http://doi.org/10.1161/HCG.0000000000000048
http://doi.org/10.1016/j.jcct.2016.08.004
http://doi.org/10.1542/peds.2006-0776
http://doi.org/10.1016/j.ando.2020.12.004
http://doi.org/10.1155/2019/6824321
http://doi.org/10.1111/cge.12069
http://www.ncbi.nlm.nih.gov/pubmed/23210894
http://doi.org/10.1136/jmg.2003.014118
http://www.ncbi.nlm.nih.gov/pubmed/14757854
http://doi.org/10.1081/JCMR-120038085
http://www.ncbi.nlm.nih.gov/pubmed/15347129
http://doi.org/10.1007/s00246-006-0007-2
http://doi.org/10.1007/s00431-013-1962-2
http://doi.org/10.1016/j.gene.2020.145322
http://doi.org/10.1002/ajmg.a.36783
http://doi.org/10.1002/ajmg.a.36459
http://doi.org/10.1002/ajmg.a.62037
http://doi.org/10.1093/cvr/cvab045
http://doi.org/10.1093/cvr/cvaa239
http://doi.org/10.1073/pnas.0801779105
http://doi.org/10.1161/CIRCGENETICS.113.000138
http://doi.org/10.1161/CIRCGEN.120.003123
http://doi.org/10.1093/eurheartj/ehab687
http://doi.org/10.1002/ajmg.a.38833
http://doi.org/10.1161/CIR.0000000000000526
http://doi.org/10.1016/j.amsu.2021.102408

J. Cardiovasc. Dev. Dis. 2022, 9, 47 28 of 33

83.

84.

85.

86.

87.

88.

89.
90.

91.

92.
93.

94.
95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.

107.
108.
109.
110.

111.
112.

Bidichandani, S.I.; Delatycki, M.B. Friedreich Ataxia. In GeneReviews®; Adam, M.P, Ardinger, H.H., Pagon, R.A., Wallace, S.E.,
Bean, L.J.H., Gripp, KW., Mirzaa, G.M., Amemiya, A., Eds.; University of Washington: Seattle, WA, USA, 1998.

Baban, A.; Cicenia, M.; Travaglini, L.; Cali, E;; Vasco, G.; Francalanci, P. Remember friedreich ataxia even in a toddler with
apparently isolated dilated (not hypertrophic!) cardiomyopathy: Revisited. Minerva Pediatr. 2021. [CrossRef]

Yoon, G.; Soman, T.; Wilson, J.; George, K.; Mital, S.; Dipchand, A.IL; McCabe, J.; Logan, W.; Kantor, P. Cardiac Transplantation in
Friedreich Ataxia. J. Child Neurol. 2012, 27, 1193-1196. [CrossRef]

Plehn, J.E; Hasbani, K.; Ernst, I.; Horton, K.D.; Drinkard, B.E.; Di Prospero, N.A. The Subclinical Cardiomyopathy of Friedreich’s
Ataxia in a Pediatric Population. J. Card. Fail. 2018, 24, 672-679. [CrossRef]

Rupp, S.; Felimban, M.; Schinzer, A.; Schranz, D.; Marschall, C.; Zenker, M.; Logeswaran, T.; Neuhduser, C.; Thul, J.; Jux, C.; et al.
Genetic Basis of Hypertrophic Cardiomyopathy in Children. Clin. Res. Cardiol. 2019, 108, 282-289. [CrossRef]

Child, ]J.S.; Perloff, ] K.; Bach, PM.; Wolfe, A.D.; Perlman, S.; Kark, R.A. Cardiac Involvement in Friedreich’s Ataxia: A Clinical
Study of 75 Patients. . Am. Coll. Cardiol. 1986, 7, 1370-1378. [CrossRef]

Hsu, D.T. Cardiac Manifestations of Neuromuscular Disorders in Children. Paediatr. Respir. Rev. 2010, 11, 35-38. [CrossRef]
Kipps, A.; Alexander, M.; Colan, S.D.; Gauvreau, K.; Smoot, L.; Crawford, L.; Darras, B.T.; Blume, E.D. The Longitudinal Course
of Cardiomyopathy in Friedreich’s Ataxia during Childhood. Pediatr. Cardiol. 2009, 30, 306-310. [CrossRef]

Baban, A.; Lodato, V.; Parlapiano, G.; di Mambro, C.; Adorisio, R.; Bertini, E.S.; Dionisi-Vici, C.; Drago, E; Martinelli, D.
Myocardial and Arrhythmic Spectrum of Neuromuscular Disorders in Children. Biomolecules 2021, 11, 1578. [CrossRef]
Goldstein, A.; Falk, M.]. Mitochondrial DNA Deletion Syndromes; University of Washington: Seattle, WA, USA, 2019.

Berardo, A.; DiMauro, S.; Hirano, M. A Diagnostic Algorithm for Metabolic Myopathies. Curr. Neurol. Neurosci. Rep. 2010, 10,
118-126. [CrossRef]

Shemesh, A.; Margolin, E. Kearns Sayre Syndrome. In StatPearls; StatPearls Publishing: Treasure Island, FL, USA, 2021.
Ashrafzadeh, F; Ghaemi, N.; Akhondian, J.; Beiraghi Toosi, M.; Elmi, S. Hypoparathyroidism as the First Manifestation of
Kearns-Sayre Syndrome: A Case Report. Iran. |. Child Neurol. 2013, 7, 53-57.

Ergiil, Y.; Nisli, K.; Saygili, A.; Dindar, A. Kearns-Sayre Syndrome Presenting as Somatomedin C Deficiency and Complete Heart
Block. Turk Kardiyol. Dern. Ars. 2010, 38, 568-571.

Kane, ].M.; Rossi, J.; Tsao, S.; Burton, B.K. Metabolic Cardiomyopathy and Mitochondrial Disorders in the Pediatric Intensive
Care Unit. . Pediatr. 2007, 151, 538-541. [CrossRef]

Chertkof, J.; Hufnagel, R.B.; Blain, D.; Gropman, A.L.; Brooks, B.P. Retinoschisis Associated with Kearns-Sayre Syndrome.
Ophthalmic Genet. 2020, 41, 497-500. [CrossRef] [PubMed]

Berenberg, R.A.; Pellock, ].M.; DiMauro, S.; Schotland, D.L.; Bonilla, E.; Eastwood, A.; Hays, A.; Vicale, C.T.; Behrens, M.;
Chutorian, A.; et al. Lumping or Splitting? “Ophthalmoplegia-plus” or Kearns-Sayre Syndrome? Ann. Neurol. 1977, 1, 37-54.
[CrossRef] [PubMed]

Chawla, S.; Coku, J.; Forbes, T.; Kannan, S. Kearns-Sayre Syndrome Presenting as Complete Heart Block. Pediatr. Cardiol. 2008, 29,
659-662. [CrossRef] [PubMed]

Di Mambro, C.; Tamborrino, P.P; Silvetti, M.S.; Yammine, M.L.; Marcolin, C.; Righi, D.; Baban, A.; Martinelli, D.; Dionisi Vici, C.;
Drago, F. Progressive Involvement of Cardiac Conduction System in Paediatric Patients with Kearns-Sayre Syndrome: How to
Predict Occurrence of Complete Heart Block and Sudden Cardiac Death? Europace 2021, 23, 948-957. [CrossRef] [PubMed]
Kearns, T.P. External Ophthalmoplegia, Pigmentary Degeneration of the Retina, and Cardiomyopathy: A Newly Recognized
Syndrome. Trans. Am. Ophthalmol. Soc. 1965, 63, 559-625.

Auré, K.; Ogier de Baulny, H.; Laforét, P; Jardel, C.; Eymard, B.; Lombeés, A. Chronic Progressive Ophthalmoplegia with
Large-Scale MtDNA Rearrangement: Can We Predict Progression? Brain 2007, 130 Pt 6, 1516-1524. [CrossRef]

Channer, K.S.; Channer, J.L.; Campbell, M.].; Rees, J.R. Cardiomyopathy in the Kearns-Sayre Syndrome. Heart 1988, 59, 486—490.
[CrossRef]

Tranchant, C.; Mousson, B.; Mohr, M.; Dumoulin, R.; Welsch, M.; Weess, C.; Stepien, G.; Warter, .M. Cardiac Transplantation in
an Incomplete Kearns-Sayre Syndrome with Mitochondrial DNA Deletion. Neuromuscul. Disord. 1993, 3, 561-566. [CrossRef]
Homan, D.J.; Niyazov, D.M.; Fisher, PW.; Mandras, S.; Patel, H.; Bates, M.; Parrino, G.; Ventura, H.O. Heart Transplantation for a
Patient with Kearns-Sayre Syndrome and End-Stage Heart Failure: Kearns-Sayre Syndrome and End-Stage Heart Failure. Congest.
Heart Fail. 2011, 17, 102-104. [CrossRef]

Di Nora, C.; Paldino, A.; Miani, D.; Finato, N.; Pizzolitto, S.; De Maglio, G.; Vendramin, I.; Sponga, S.; Nalli, C.; Sinagra, G.; et al.
Heart Transplantation in Kearns-Sayre Syndrome. Transplantation 2019, 103, e393-e394. [CrossRef]

Nishino, I; Fu, ]J.; Tanji, K.; Yamada, T.; Shimojo, S.; Koori, T.; Mora, M.; Riggs, ].E.; Oh, S.J.; Koga, Y.; et al. Primary LAMP-2
Deficiency Causes X-Linked Vacuolar Cardiomyopathy and Myopathy (Danon Disease). Nature 2000, 406, 906-910. [CrossRef]
Cheng, Z.; Fang, Q. Danon Disease: Focusing on Heart. . Hum. Genet. 2012, 57, 407-410. [CrossRef]

Lotan, D.; Salazar-Mendiguchia, J.; Mogensen, J.; Rathore, F.; Anastasakis, A.; Kaski, J.; Garcia-Pavia, P,; Olivotto, L.; Charron, P;
Biagini, E.; et al. Clinical Profile of Cardiac Involvement in Danon Disease: A Multicenter European Registry: A Multicenter
European Registry. Circ. Genom. Precis. Med. 2020, 13, e003117. [CrossRef]

Taylor, M.R.G.; Adler, E.D. Danon Disease; University of Washington: Seattle, WA, USA, 2020.

Brambatti, M.; Caspi, O.; Maolo, A.; Koshi, E.; Greenberg, B.; Taylor, M.R.G.; Adler, E.D. Danon Disease: Gender Differences in
Presentation and Outcomes. Int. J. Cardiol. 2019, 286, 92-98. [CrossRef]


http://doi.org/10.23736/S2724-5276.21.05969-3
http://doi.org/10.1177/0883073812448229
http://doi.org/10.1016/j.cardfail.2017.09.012
http://doi.org/10.1007/s00392-018-1354-8
http://doi.org/10.1016/S0735-1097(86)80159-0
http://doi.org/10.1016/j.prrv.2009.10.004
http://doi.org/10.1007/s00246-008-9305-1
http://doi.org/10.3390/biom11111578
http://doi.org/10.1007/s11910-010-0096-4
http://doi.org/10.1016/j.jpeds.2007.05.009
http://doi.org/10.1080/13816810.2020.1799416
http://www.ncbi.nlm.nih.gov/pubmed/32787478
http://doi.org/10.1002/ana.410010104
http://www.ncbi.nlm.nih.gov/pubmed/889288
http://doi.org/10.1007/s00246-007-9040-z
http://www.ncbi.nlm.nih.gov/pubmed/17763890
http://doi.org/10.1093/europace/euaa335
http://www.ncbi.nlm.nih.gov/pubmed/33336258
http://doi.org/10.1093/brain/awm067
http://doi.org/10.1136/hrt.59.4.486
http://doi.org/10.1016/0960-8966(93)90116-2
http://doi.org/10.1111/j.1751-7133.2011.00211.x
http://doi.org/10.1097/TP.0000000000002860
http://doi.org/10.1038/35022604
http://doi.org/10.1038/jhg.2012.72
http://doi.org/10.1161/CIRCGEN.120.003117
http://doi.org/10.1016/j.ijcard.2019.01.020

J. Cardiovasc. Dev. Dis. 2022, 9, 47 29 of 33

113.

114.

115.

116.

117.

118.

119.

120.

121.

122.

123.

124.

125.

126.

127.

128.

129.

130.

131.

132.

133.

134.

135.

136.

137.

Thiadens, A.A.H.J.; Slingerland, N.W.R.; Florijn, R.].; Visser, G.H.; Riemslag, F.C.; Klaver, C.C.W. Cone-Rod Dystrophy Can Be a
Manifestation of Danon Disease. Arbeitsphysiologie 2012, 250, 769-774. [CrossRef]

Schorderet, D.E; Cottet, S.; Lobrinus, J.A.; Borruat, E-X.; Balmer, A.; Munier, EL. Retinopathy in Danon Disease. Arch. Ophthalmol.
2007, 125, 231-236. [CrossRef]

Prall, ER.; Drack, A.; Taylor, M.; Ku, L.; Olson, J.L.; Gregory, D.; Mestroni, L.; Mandava, N. Ophthalmic Manifestations of Danon
Disease. Ophthalmology 2006, 113, 1010-1013. [CrossRef]

Taylor, M.R.G.; Ku, L.; Slavov, D.; Cavanaugh, J.; Boucek, M.; Zhu, X.; Graw, S.; Carniel, E.; Barnes, C.; Quan, D.; et al. Danon
Disease Presenting with Dilated Cardiomyopathy and a Complex Phenotype. . Hum. Genet. 2007, 52, 830-835. [CrossRef]
Maron, B.J.; Roberts, W.C.; Arad, M.; Haas, T.S.; Spirito, P.; Wright, G.B.; Almquist, A.K.; Baffa, ].M.; Saul, ].P.; Ho, C.Y,; et al.
Clinical Outcome and Phenotypic Expression in LAMP2 Cardiomyopathy. JAMA 2009, 301, 1253-1259. [CrossRef]

D’souza, R.S.; Levandowski, C.; Slavov, D.; Graw, S.L.; Allen, L.A.; Adler, E.; Mestroni, L.; Taylor, M.R.G. Danon Disease: Clinical
Features, Evaluation, and Management. Circ. Heart Fail. 2014, 7, 843-849. [CrossRef]

McKoy, G.; Protonotarios, N.; Crosby, A.; Tsatsopoulou, A.; Anastasakis, A.; Coonar, A.; Norman, M.; Baboonian, C.; Jeffery,
S.; McKenna, W.J. Identification of a Deletion in Plakoglobin in Arrhythmogenic Right Ventricular Cardiomyopathy with
Palmoplantar Keratoderma and Woolly Hair (Naxos Disease). Lancet 2000, 355, 2119-2124. [CrossRef]

Protonotarios, I.; Asimaki, A.; Xylouri, Z.; Protonotarios, A.; Tsatsopoulou, A. Clinical and Molecular Aspects of Naxos Disease.
Heart Fail. Clin. 2022, 18, 89-99. [CrossRef]

Polivka, L.; Bodemer, C.; Hadj-Rabia, S. Combination of Palmoplantar Keratoderma and Hair Shaft Anomalies, the Warning
Signal of Severe Arrhythmogenic Cardiomyopathy: A Systematic Review on Genetic Desmosomal Diseases. |. Med. Genet. 2016,
53, 289-295. [CrossRef]

Protonotarios, N.L; Tsatsopoulou, A.A.; Gatzoulis, K.A. Arrhythmogenic Right Ventricular Cardiomyopathy Caused by a Deletion
in Plakoglobin (Naxos Disease). Card. Electrophysiol. Rev. 2002, 6, 72-80. [CrossRef]

Pigors, M.; Kiritsi, D.; Kriimpelmann, S.; Wagner, N.; He, Y.; Podda, M.; Kohlhase, ].; Hausser, I.; Bruckner-Tuderman, L.; Has, C.
Lack of Plakoglobin Leads to Lethal Congenital Epidermolysis Bullosa: A Novel Clinico-Genetic Entity. Hum. Mol. Genet. 2011,
20, 1811-1819. [CrossRef]

Erolu, E.; Akalin, F; Saylan Cevik, B.; Yiicelten, D. Arrhythmogenic Right Ventricular Dysplasia, Cutaneous Manifestations and
Desmoplakin Mutation: Carvajal Syndrome. Pediatr. Int. 2018, 60, 987-989. [CrossRef]

Winik, B.C.; Asial, R.A.; McGrath, J.A.; South, A.P.; Boente, M.C. Acantholytic Ectodermal Dysplasia: Clinicopathological Study
of a New Desmosomal Disorder. Br. J. Dermatol. 2009, 160, 868-874. [CrossRef]

Vahidnezhad, H.; Youssefian, L.; Faghankhani, M.; Mozafari, N.; Saeidian, A.H.; Niaziorimi, F.; Abdollahimajd, F.; Sotoudeh, S.;
Rajabi, F.; Mirsafaei, L.; et al. Arrthythmogenic Right Ventricular Cardiomyopathy in Patients with Biallelic JUP-Associated Skin
Fragility. Sci. Rep. 2020, 10, 21622. [CrossRef]

Protonotarios, N.; Tsatsopoulou, A.; Anastasakis, A.; Sevdalis, E.; McKoy, G.; Stratos, K.; Gatzoulis, K.; Tentolouris, K,;
Spiliopoulou, C.; Panagiotakos, D.; et al. Genotype-Phenotype Assessment in Autosomal Recessive Arrhythmogenic Right
Ventricular Cardiomyopathy (Naxos Disease) Caused by a Deletion in Plakoglobin. J. Am. Coll. Cardiol. 2001, 38, 1477-1484.
[CrossRef]

Coonar, A.S.; Protonotarios, N.; Tsatsopoulou, A.; Needham, EW.; Houlston, R.S.; Cliff, S.; Otter, M.I.; Murday, V.A.; Mattu,
R.K.; McKenna, W]. Gene for Arrhythmogenic Right Ventricular Cardiomyopathy with Diffuse Nonepidermolytic Palmoplantar
Keratoderma and Woolly Hair (Naxos Disease) Maps to 17q21. Circulation 1998, 97, 2049-2058. [CrossRef] [PubMed]

Narin, N.; Akcakus, M.; Gunes, T.; Baykan, A.; Uzum, K.; Ferahbas, A. Arrhythmogenic Right Ventricular Cardiomyopathy
(Naxos Disease). Pacing Clin. Electrophysiol. 2003, 26, 2326-2329. [CrossRef] [PubMed]

Kaplan, S.R.; Gard, ] J.; Carvajal-Huerta, L.; Ruiz-Cabezas, ].C.; Thiene, G.; Saffitz, ].E. Structural and Molecular Pathology of the
Heart in Carvajal Syndrome. Cardiovasc. Pathol. 2004, 13, 26-32. [CrossRef]

Protonotarios, N.; Anastasakis, A.; Antoniades, L.; Chlouverakis, G.; Syrris, P; Basso, C.; Asimaki, A.; Theopistou, A.; Stefanadis,
C.; Thiene, G.; et al. Arrhythmogenic Right Ventricular Cardiomyopathy/Dysplasia on the Basis of the Revised Diagnostic
Criteria in Affected Families with Desmosomal Mutations. Eur. Heart J. 2011, 32, 1097-1104. [CrossRef] [PubMed]

Marcus, EI.; McKenna, W.].; Sherrill, D.; Basso, C.; Bauce, B.; Bluemke, D.A.; Calkins, H.; Corrado, D.; Cox, M.G.PJ.; Daubert,
J.P; et al. Diagnosis of Arrhythmogenic Right Ventricular Cardiomyopathy/Dysplasia: Proposed Modification of the Task Force
Criteria. Eur. Heart |. 2010, 31, 806-814. [CrossRef]

Baykan, A.; Olgar, S.; Argun, M.; Ozyurt, A.; Pamukcu, O.; Uzum, K.; Narin, N. Different Clinical Presentations of Naxos Disease
and Carvajal Syndrome: Case Series from a Single Tertiary Center and Review of the Literature. Anatol. J. Cardiol. 2015, 15,
404-408. [CrossRef]

Protonotarios, N.; Tsatsopoulou, A. Naxos Disease. Indian Pacing Electrophysiol. J. 2005, 5, 76-80.

Protonotarios, N.; Tsatsopoulou, A. Naxos Disease: Cardiocutaneous Syndrome Due to Cell Adhesion Defect. Orphanet |. Rare
Dis. 2006, 1, 4. [CrossRef]

Basso, C.; Tsatsopoulou, A.; Thiene, G.; Anastasakis, A.; Valente, M.; Protonotarios, N. “Petrified” Right Ventricle in Long-Standing
Naxos Arrhythmogenic Right Ventricular Cardiomyopathy. Circulation 2001, 104, E132-E133. [CrossRef]

Pigors, M.; Schwieger-Briel, A.; Cosgarea, R.; Diaconeasa, A.; Bruckner-Tuderman, L.; Fleck, T.; Has, C. Desmoplakin Mutations
with Palmoplantar Keratoderma, Woolly Hair and Cardiomyopathy. Acta Derm. Venereol. 2015, 95, 337-340. [CrossRef]


http://doi.org/10.1007/s00417-011-1857-8
http://doi.org/10.1001/archopht.125.2.231
http://doi.org/10.1016/j.ophtha.2006.02.030
http://doi.org/10.1007/s10038-007-0184-8
http://doi.org/10.1001/jama.2009.371
http://doi.org/10.1161/CIRCHEARTFAILURE.114.001105
http://doi.org/10.1016/S0140-6736(00)02379-5
http://doi.org/10.1016/j.hfc.2021.07.010
http://doi.org/10.1136/jmedgenet-2015-103403
http://doi.org/10.1023/A:1017943323473
http://doi.org/10.1093/hmg/ddr064
http://doi.org/10.1111/ped.13683
http://doi.org/10.1111/j.1365-2133.2008.08946.x
http://doi.org/10.1038/s41598-020-78344-9
http://doi.org/10.1016/S0735-1097(01)01568-6
http://doi.org/10.1161/01.CIR.97.20.2049
http://www.ncbi.nlm.nih.gov/pubmed/9610536
http://doi.org/10.1111/j.1540-8159.2003.00370.x
http://www.ncbi.nlm.nih.gov/pubmed/14675023
http://doi.org/10.1016/S1054-8807(03)00107-8
http://doi.org/10.1093/eurheartj/ehr043
http://www.ncbi.nlm.nih.gov/pubmed/21345848
http://doi.org/10.1093/eurheartj/ehq025
http://doi.org/10.5152/akd.2014.5413
http://doi.org/10.1186/1750-1172-1-4
http://doi.org/10.1161/hc4701.098570
http://doi.org/10.2340/00015555-1974

J. Cardiovasc. Dev. Dis. 2022, 9, 47 30 of 33

138.

139.

140.

141.

142.

143.

144.

145.

146.

147.

148.

149.

150.

151.

152.

153.
154.

155.

156.
157.

158.

159.

160.

161.

162.

163.
164.

Maruthappu, T.; Posafalvi, A.; Castelletti, S.; Delaney, PJ.; Syrris, P.; O'Toole, E.A.; Green, KJ.; Elliott, PM.; Lambiase, P.D.; Tinker,
A.; et al. Loss-of-Function Desmoplakin I and II Mutations Underlie Dominant Arrhythmogenic Cardiomyopathy with a Hair
and Skin Phenotype. Br. J. Dermatol. 2019, 180, 1114-1122. [CrossRef]

Guerra, L.; Magliozzi, M.; Baban, A.; Di Mambro, C.; Di Zenzo, G.; Novelli, A.; El Hachem, M.; Zambruno, G.; Castiglia, D.
Palmoplantar Keratoderma and Woolly Hair Revealing Asymptomatic Arrhythmogenic Cardiomyopathy. Acta Derm. Venereol.
2019, 99, 831-832. [CrossRef]

Turkay, S.; Odemis, E.; Karadag, A. Woolly Hair, Palmoplantar Keratoderma and Arrhythmogenic Dilated Cardiomyopathy in a
7-Year-Old Turkish Girl: Carvajal Syndrome. Ann. Trop. Paediatr. 2006, 26, 73-77. [CrossRef]

Norgett, E.E.; Hatsell, S.J.; Carvajal-Huerta, L.; Cabezas, ].C.; Common, ].; Purkis, P.E.; Whittock, N.; Leigh, LM.; Stevens, H.P;
Kelsell, D.P. Recessive Mutation in Desmoplakin Disrupts Desmoplakin-Intermediate Filament Interactions and Causes Dilated
Cardiomyopathy, Woolly Hair and Keratoderma. Hum. Mol. Genet. 2000, 9, 2761-2766. [CrossRef]

Yuan, Z.-Y.; Cheng, L.-T.; Wang, Z.-F.; Wu, Y.-Q. Desmoplakin and Clinical Manifestations of Desmoplakin Cardiomyopathy.
Chin. Med. J. 2021, 134, 1771-1779. [CrossRef]

Yermakovich, D.; Sivitskaya, L.; Vaikhanskaya, T.; Danilenko, N.; Motuk, I. Novel Desmoplakin Mutations in Familial Carvajal
Syndrome. Acta Myol. 2018, 37, 263-266.

Boulé, S.; Fressart, V.; Laux, D.; Mallet, A.; Simon, E.; de Groote, P.; Bonnet, D.; Klug, D.; Charron, P. Expanding the Phenotype
Associated with a Desmoplakin Dominant Mutation: Carvajal/Naxos Syndrome Associated with Leukonychia and Oligodontia.
Int. |. Cardiol. 2012, 161, 50-52. [CrossRef]

Carvajal-Huerta, L. Epidermolytic Palmoplantar Keratoderma with Woolly Hair and Dilated Cardiomyopathy. J. Am. Acad.
Dermatol. 1998, 39, 418-421. [CrossRef]

Kilic, T;; Babaoglu, K.; Aygiin, E; Vural, A.; Ural, D.; Agacdiken, A.; Anik, Y.; Komsuoglu, B. Biventricular Involvement in a
Turkish Boy with Palmoplantar Hyperkeratosis and Curly Hair, an Unusual Presentation of Naxos-Carvajal Syndrome. Int. J.
Cardiol. 2007, 115, e122—e125. [CrossRef]

Prompona, M.; Kozlik-Feldmann, R.; Mueller-Hoecker, ].; Reiser, M.; Huber, A. Images in Cardiovascular Medicine. Magnetic
Resonance Imaging Characteristics in Carvajal Syndrome (Variant of Naxos Disease). Circulation 2007, 116, e524-e530. [CrossRef]
Malci¢, I; Buljevi¢, B. Arrhythmogenic right ventricular cardiomyopathy, Naxos island disease and Carvajal syndrome. Cent. Eur.
J. Paediatr. 2017, 13, 93106. [CrossRef]

Horn, N.; Morton, N.E. Genetic Epidemiology of Menkes Disease: Genetic Epidemiology of Menkes Disease. Genet. Epidemiol.
1986, 3, 225-230. [CrossRef]

Tennesen, T.; Kleijer, W.J.; Horn, N. Incidence of Menkes Disease. Hum. Genet. 1991, 86, 408—410. [CrossRef]

Gu, Y.H.; Kodama, H.; Shiga, K.; Nakata, S.; Yanagawa, Y.; Ozawa, H. A Survey of Japanese Patients with Menkes Disease from
1990 to 2003: Incidence and Early Signs before Typical Symptomatic Onset, Pointing the Way to Earlier Diagnosis. J. Inherit. Metab.
Dis. 2005, 28, 473-478. [CrossRef]

Danks, D.M. Disorders of copper transport. In The Metabolic Basis of Inherited Disease, 2nd ed.; Scriver, ].R., Beaudet, A.L., Sly, W.S,,
Valle, D., Eds.; McGraw-Hill: New York, NY, USA, 1995; pp. 2211-2235.

Timer, Z.; Meoller, L.B. Menkes Disease. Eur. |. Hum. Genet. 2010, 18, 511-518. [CrossRef]

Moller, L.B.; Lenartowicz, M.; Zabot, M.-T.; Josiane, A.; Burglen, L.; Bennett, C.; Riconda, D.; Fisher, R.; Janssens, S.; Mohammed,
S.; et al. Clinical Expression of Menkes Disease in Females with Normal Karyotype. Orphanet ]. Rare Dis. 2012, 7, 6. [CrossRef]
Kim, J.H.; Lee, B.H.; Kim, Y.-M.; Choi, J.-H.; Kim, G.-H.; Cheon, C.K.; Yoo, H.-W. Novel Mutations and Clinical Outcomes of
Copper-Histidine Therapy in Menkes Disease Patients. Metab. Brain Dis. 2015, 30, 75-81. [CrossRef]

Ttimer, Z. Is It a Pathogenic ATP7A Variation and Is It Menkes Disease? Case Rep. Neurol. Med. 2015, 2015, 358605. [CrossRef]
Kaler, S.G.; Liew, C.J.; Donsante, A.; Hicks, J.D.; Sato, S.; Greenfield, J.C. Molecular Correlates of Epilepsy in Early Diagnosed and
Treated Menkes Disease. |. Inherit. Metab. Dis. 2010, 33, 583-589. [CrossRef]

Kaler, S.G. ATP7A-Related Copper Transport Diseases-Emerging Concepts and Future Trends. Nat. Rev. Neurol. 2011, 7, 15-29.
[CrossRef]

Gu, Y.-H.; Kodama, H.; Kato, T. Congenital Abnormalities in Japanese Patients with Menkes Disease. Brain Dev. 2012, 34, 746-749.
[CrossRef]

Hicks, ].D.; Donsante, A.; Pierson, T.M.; Gillespie, M.].; Chou, D.E.; Kaler, S.G. Increased Frequency of Congenital Heart Defects
in Menkes Disease. Clin. Dysmorphol. 2012, 21, 59-63. [CrossRef] [PubMed]

Nath, R. Copper Deficiency and Heart Disease: Molecular Basis, Recent Advances and Current Concepts. Int. J. Biochem. Cell Biol.
1997, 29, 1245-1254. [CrossRef]

Van Bon, BW.M,; Gilissen, C.; Grange, D.K.; Hennekam, R.C.M.; Kayserili, H.; Engels, H.; Reutter, H.; Ostergaard, J.R.; Morava,
E.; Tsiakas, K,; et al. Cantt Syndrome Is Caused by Mutations in ABCC9. Am. |. Hum. Genet. 2012, 90, 1094-1101. [CrossRef]
[PubMed]

Grange, D.K,; Nichols, C.G.; Singh, G.K. Cantii Syndrome; University of Washington: Seattle, WA, USA, 2020.

Korttim, E; Niceta, M.; Magliozzi, M.; Dumic Kubat, K.; Robertson, S.P.; Moresco, A.; Dentici, M.L.; Baban, A.; Leoni, C.; Onesimo,
R.; et al. Cantd Syndrome versus Zimmermann-Laband Syndrome: Report of Nine Individuals with ABCC9 Variants. Eur. ]. Med.
Genet. 2020, 63, 103996. [CrossRef]


http://doi.org/10.1111/bjd.17388
http://doi.org/10.2340/00015555-3216
http://doi.org/10.1179/146532806X90646
http://doi.org/10.1093/hmg/9.18.2761
http://doi.org/10.1097/CM9.0000000000001581
http://doi.org/10.1016/j.ijcard.2012.06.068
http://doi.org/10.1016/S0190-9622(98)70317-2
http://doi.org/10.1016/j.ijcard.2006.08.097
http://doi.org/10.1161/CIRCULATIONAHA.107.704742
http://doi.org/10.5457/p2005-114.177
http://doi.org/10.1002/gepi.1370030403
http://doi.org/10.1007/BF00201846
http://doi.org/10.1007/s10545-005-0473-3
http://doi.org/10.1038/ejhg.2009.187
http://doi.org/10.1186/1750-1172-7-6
http://doi.org/10.1007/s11011-014-9569-5
http://doi.org/10.1155/2015/358605
http://doi.org/10.1007/s10545-010-9118-2
http://doi.org/10.1038/nrneurol.2010.180
http://doi.org/10.1016/j.braindev.2012.01.012
http://doi.org/10.1097/MCD.0b013e32834ea52b
http://www.ncbi.nlm.nih.gov/pubmed/22134099
http://doi.org/10.1016/S1357-2725(97)00060-5
http://doi.org/10.1016/j.ajhg.2012.04.014
http://www.ncbi.nlm.nih.gov/pubmed/22608503
http://doi.org/10.1016/j.ejmg.2020.103996

J. Cardiovasc. Dev. Dis. 2022, 9, 47 31 of 33

165.

166.

167.

168.

169.

170.

171.

172.

173.

174.

175.
176.

177.

178.

179.

180.

181.

182.

183.

184.

185.

186.

187.

188.

189.

190.

Hedberg-Oldfors, C.; Abramsson, A.; Osborn, D.P.S.; Danielsson, O.; Fazlinezhad, A.; Nilipour, Y.; Hiibbert, L.; Nennesmo, I.;
Visuttijai, K.; Bharj, J.; et al. Cardiomyopathy with Lethal Arrhythmias Associated with Inactivation of KLHL24. Hum. Mol. Genet.
2019, 28, 1919-1929. [CrossRef]

He, Y.; Maier, K.; Leppert, J.; Hausser, I.; Schwieger-Briel, A.; Weibel, L.; Theiler, M.; Kiritsi, D.; Busch, H.; Boerries, M.; et al.
Monoallelic Mutations in the Translation Initiation Codon of KLHL24 Cause Skin Fragility. Am. J. Hum. Genet. 2016, 99, 1395-1404.
[CrossRef]

Lin, Z,; Li, S.; Feng, C.; Yang, S.; Wang, H.; Ma, D.; Zhang, J.; Gou, M.; Bu, D.; Zhang, T.; et al. Stabilizing Mutations of KLHL24
Ubiquitin Ligase Cause Loss of Keratin 14 and Human Skin Fragility. Nat. Genet. 2016, 48, 1508-1516. [CrossRef]

Brofferio, A.; Sachdev, V.; Hannoush, H.; Marshall, ].D.; Naggert, ].K.; Sidenko, S.; Noreuil, A.; Sirajuddin, A.; Bryant, J.; Han, J.C.;
et al. Characteristics of Cardiomyopathy in Alstrom Syndrome: Prospective Single-Center Data on 38 Patients. Mol. Genet. Metab.
2017, 121, 336-343. [CrossRef]

Marshall, J.D.; Bronson, R.T.; Collin, G.B.; Nordstrom, A.D.; Maffei, P; Paisey, R.B.; Carey, C.; Macdermott, S.; Russell-Eggitt, I.;
Shea, S.E.; et al. New Alstrom Syndrome Phenotypes Based on the Evaluation of 182 Cases. Arch. Intern. Med. 2005, 165, 675-683.
[CrossRef]

Marshall, J.D.; Maffei, P.; Collin, G.B.; Naggert, J.K. Alstrom Syndrome: Genetics and Clinical Overview. Curr. Genom. 2011, 12,
225-235. [CrossRef]

Russell-Eggitt, .M.; Clayton, P.T.; Coffey, R.; Kriss, A.; Taylor, D.S.L; Taylor, J.EN. Alstrom Syndrome. Ophthalmology 1998, 105,
1274-1280. [CrossRef]

Malm, E.; Ponjavic, V.; Nishina, PM.; Naggert, ] K.; Hinman, E.G.; Andréasson, S.; Marshall, ].D.; Moller, C. Full-Field Elec-
troretinography and Marked Variability in Clinical Phenotype of Alstrom Syndrome. Arch. Ophthalmol. 2008, 126, 51-57.
[CrossRef]

Sebag, J.; Albert, D.M.; Craft, J.L. The Alstrom Syndrome: Ophthalmic Histopathology and Retinal Ultrastructure. Br. ].
Ophthalmol. 1984, 68, 494-501. [CrossRef]

Tremblay, F.; LaRoche, R.G.; Shea, S.E.; Ludman, M.D. Longitudinal Study of the Early Electroretinographic Changes in Alstrém’s
Syndrome. Am. ]. Ophthalmol. 1993, 115, 657-665. [CrossRef]

Welsh, L.W. Alstrom Syndrome: Progressive Deafness and Blindness. Ann. Otol. Rhinol. Laryngol. 2007, 116, 281-285. [CrossRef]
Paisey, R.B.; Steeds, R.; Barrett, T.; Williams, D.; Geberhiwot, T.; Gunay-Aygun, M. Alstrém Syndrome. In GeneReviews®;
University of Washington: Seattle, WA, USA, 2003.

Vandenberk, B.; Vandael, E.; Robyns, T.; Vandenberghe, ]J.; Garweg, C.; Foulon, V.; Ector, ].; Willems, R. Which QT Correction
Formulae to Use for QT Monitoring? . Am. Heart Assoc. 2016, 5, e003264. [CrossRef]

Loudon, M.A.; Bellenger, N.G.; Carey, C.M.; Paisey, R.B. Cardiac Magnetic Resonance Imaging in Alstrom Syndrome. Orphanet J.
Rare Dis. 2009, 4, 14. [CrossRef]

Makaryus, A.N.; Zubrow, M.E.; Marshall, ].D.; Gillam, L.D.; Mangion, J.R. Cardiac Manifestations of Alstrém Syndrome:
Echocardiographic Findings. J. Am. Soc. Echocardiogr. 2007, 20, 1359-1363. [CrossRef]

Toulany, A.; Shea, S.; Warren, A.E. Doppler Tissue, Strain, and Strain Rate Imaging in Pediatric Patients with Alstrom Syndrome:
Are There Regional Functional Abnormalities? J. Am. Soc. Echocardiogr. 2006, 19, 14-20. [CrossRef]

Edwards, N.C.; Moody, WE.; Yuan, M.; Warfield, A.T.; Cramb, R.; Paisey, R.B.; Geberhiwot, T.; Steeds, R.P. Diffuse Left Ventricular
Interstitial Fibrosis Is Associated with Sub-Clinical Myocardial Dysfunction in Alstrém Syndrome: An Observational Study.
Orphanet ]. Rare Dis. 2015, 10, 83. [CrossRef]

Bettini, V.; Maffei, P; Pagano, C.; Romano, S.; Milan, G.; Favaretto, F.; Marshall, ].D.; Paisey, R.; Scolari, F; Greggio, N.A_; et al.
The Progression from Obesity to Type 2 Diabetes in Alstrom Syndrome. Pediatr. Diabetes 2012, 13, 59-67. [CrossRef]

Paisey, R.B. New Insights and Therapies for the Metabolic Consequences of Alstrom Syndrome. Curr. Opin. Lipidol. 2009, 20,
315-320. [CrossRef]

Dionisi Vici, C.; Sabetta, G.; Gambarara, M.; Vigevano, F.; Bertini, E.; Boldrini, R.; Parisi, S.G.; Quinti, I.; Aiuti, F,; Fiorilli, M.
Agenesis of the Corpus Callosum, Combined Immunodeficiency, Bilateral Cataract, and Hypopigmentation in Two Brothers. Am.
J. Med. Genet. 1988, 29, 1-8. [CrossRef]

Cullup, T.; Kho, A.L.; Dionisi-Vici, C.; Brandmeier, B.; Smith, E; Urry, Z.; Simpson, M.A; Yau, S.; Bertini, E.; McClelland, V.; et al.
Recessive Mutations in EPG5 Cause Vici Syndrome, a Multisystem Disorder with Defective Autophagy. Nat. Genet. 2013, 45,
83-87. [CrossRef]

Byrne, S.; Dionisi-Vici, C.; Smith, L.; Gautel, M.; Jungbluth, H. Vici Syndrome: A Review. Orphanet ]. Rare Dis. 2016, 11, 21.
[CrossRef] [PubMed]

Alzahrani, A.; Alghamdi, A.A.; Waggass, R. A Saudi Infant with Vici Syndrome: Case Report and Literature Review. Open Access
Maced. ]. Med. Sci. 2018, 6, 1081-1084. [CrossRef] [PubMed]

Autti, T.; Joensuu, R.; Aberg, L. Decreased T2 Signal in the Thalami May Be a Sign of Lysosomal Storage Disease. Neuroradiology
2007, 49, 571-578. [CrossRef] [PubMed]

Miyata, R.; Hayashi, M.; Itoh, E. Pathological Changes in Cardiac Muscle and Cerebellar Cortex in Vici Syndrome. Am. |. Med.
Genet. A 2014, 164, 3203-3205. [CrossRef] [PubMed]

Rogers, R.C.; Aufmuth, B.; Monesson, S. Vici Syndrome: A Rare Autosomal Recessive Syndrome with Brain Anomalies,
Cardiomyopathy, and Severe Intellectual Disability. Case Rep. Genet. 2011, 2011, 421582. [CrossRef]


http://doi.org/10.1093/hmg/ddz032
http://doi.org/10.1016/j.ajhg.2016.11.005
http://doi.org/10.1038/ng.3701
http://doi.org/10.1016/j.ymgme.2017.05.017
http://doi.org/10.1001/archinte.165.6.675
http://doi.org/10.2174/138920211795677912
http://doi.org/10.1016/S0161-6420(98)97033-6
http://doi.org/10.1001/archophthalmol.2007.28
http://doi.org/10.1136/bjo.68.7.494
http://doi.org/10.1016/S0002-9394(14)71466-7
http://doi.org/10.1177/000348940711600411
http://doi.org/10.1161/JAHA.116.003264
http://doi.org/10.1186/1750-1172-4-14
http://doi.org/10.1016/j.echo.2007.04.033
http://doi.org/10.1016/j.echo.2005.07.008
http://doi.org/10.1186/s13023-015-0292-z
http://doi.org/10.1111/j.1399-5448.2011.00789.x
http://doi.org/10.1097/MOL.0b013e32832dd51a
http://doi.org/10.1002/ajmg.1320290102
http://doi.org/10.1038/ng.2497
http://doi.org/10.1186/s13023-016-0399-x
http://www.ncbi.nlm.nih.gov/pubmed/26927810
http://doi.org/10.3889/oamjms.2018.271
http://www.ncbi.nlm.nih.gov/pubmed/29983806
http://doi.org/10.1007/s00234-007-0220-6
http://www.ncbi.nlm.nih.gov/pubmed/17334752
http://doi.org/10.1002/ajmg.a.36753
http://www.ncbi.nlm.nih.gov/pubmed/25258354
http://doi.org/10.1155/2011/421582

J. Cardiovasc. Dev. Dis. 2022, 9, 47 32 of 33

191.
192.

193.

194.

195.

196.

197.

198.

199.

200.

201.

202.

203.

204.

205.

206.

207.

208.

209.

210.

211.

212.

213.

214.
215.
216.

217.

Dudek, J.; Maack, C. Barth Syndrome Cardiomyopathy. Cardiovasc. Res. 2017, 113, 399-410. [CrossRef]

Schlame, M.; Towbin, J.A.; Heerdt, PM.; Jehle, R.; DiMauro, S.; Blanck, T.J.J. Deficiency of Tetralinoleoyl-Cardiolipin in Barth
Syndrome. Ann. Neurol. 2002, 51, 634—-637. [CrossRef]

Bertero, E.; Kutschka, I.; Maack, C.; Dudek, J. Cardiolipin Remodeling in Barth Syndrome and Other Hereditary Cardiomyopathies.
Biochim. Biophys. Acta Mol. Basis Dis. 2020, 1866, 165803. [CrossRef]

Cantlay, A.M.; Shokrollahi, K.; Allen, J.T.; Lunt, PW.; Newbury-Ecob, R.A.; Steward, C.G. Genetic Analysis of the G4.5 Gene in
Families with Suspected Barth Syndrome. . Pediatr. 1999, 135, 311-315. [CrossRef]

Steward, C.G.; Newbury-Ecob, R.A.; Hastings, R.; Smithson, S.E; Tsai-Goodman, B.; Quarrell, O.W.; Kulik, W.; Wanders, R.;
Pennock, M.; Williams, M.; et al. Barth Syndrome: An X-Linked Cause of Fetal Cardiomyopathy and Stillbirth. Prenat. Diagn.
2010, 30, 970-976. [CrossRef]

Clarke, S.L.N.; Bowron, A.; Gonzalez, I.L.; Groves, S.J.; Newbury-Ecob, R.; Clayton, N.; Martin, R.P.; Tsai-Goodman, B.; Garratt,
V.; Ashworth, M.; et al. Barth Syndrome. Orphanet |. Rare Dis. 2013, 8, 23. [CrossRef]

Ronvelia, D.; Greenwood, J.; Platt, J.; Hakim, S.; Zaragoza, M.V. Intrafamilial Variability for Novel TAZ Gene Mutation: Barth
Syndrome with Dilated Cardiomyopathy and Heart Failure in an Infant and Left Ventricular Noncompaction in His Great-Uncle.
Mol. Genet. Metab. 2012, 107, 428-432. [CrossRef]

Spencer, C.T,; Bryant, R.M.; Day, J.; Gonzalez, L.L.; Colan, S.D.; Thompson, W.R.; Berthy, J.; Redfearn, S.P; Byrne, B.J. Cardiac and
Clinical Phenotype in Barth Syndrome. Pediatrics 2006, 118, e337—e346. [CrossRef]

Wortmann, S.B.; Kluijtmans, L.A.J.; Sequeira, S.; Wevers, R.A.; Morava, E. Leucine Loading Test Is Only Discriminative for
3-Methylglutaconic Aciduria Due to AUH Defect. JIMD Rep. 2014, 16, 1-6. [CrossRef]

Houtkooper, R H.; Turkenburg, M.; Poll-The, B.T,; Karall, D.; Pérez-Cerda, C.; Morrone, A.; Malvagia, S.; Wanders, R.J.; Kulik, W,;
Vaz, EM. The Enigmatic Role of Tafazzin in Cardiolipin Metabolism. Biochim. Biophys. Acta 2009, 1788, 2003—2014. [CrossRef]
Kulik, W.; van Lenthe, H.; Stet, ES.; Houtkooper, R H.; Kemp, H.; Stone, J.E.; Steward, C.G.; Wanders, R.J.; Vaz, EM. Bloodspot
Assay Using HPLC-Tandem Mass Spectrometry for Detection of Barth Syndrome. Clin. Chem. 2008, 54, 371-378. [CrossRef]
Takeda, A.; Sudo, A.; Yamada, M.; Yamazawa, H.; Izumi, G.; Nishino, I.; Ariga, T. Eponym: Barth Syndrome: Barth Syndrome.
Eur. ]. Pediatr. 2011, 170, 1365-1367. [CrossRef] [PubMed]

Baban, A.; Adorisio, R.; Corica, B.; Rizzo, C.; Cali, F.; Semeraro, M.; Taurisano, R.; Magliozzi, M.; Carrozzo, R.; Parisi, F; et al.
Delayed Appearance of 3-Methylglutaconic Aciduria in Neonates with Early Onset Metabolic Cardiomyopathies: A Potential
Pitfall for the Diagnosis. Am. . Med. Genet. A 2020, 182, 64-70. [CrossRef] [PubMed]

Barth, P.G.; Scholte, H.R.; Berden, J.A.; Van Der Klei-Van Moorsel, ]. M.; Luyt-Houwen, .EM.; Van'T Veer-Korthof, E.T.; Van Der
Harten, ].J.; Sobotka-Plojhar, M.A. An X-Linked Mitochondrial Disease Affecting Cardiac Muscle, Skeletal Muscle and Neutrophil
Leucocytes. J. Neurol. Sci. 1983, 62, 327-355. [CrossRef]

Adeés, L.C.; Gedeon, A K,; Wilson, M.].; Latham, M.; Partington, M.W.; Mulley, ]J.C.; Nelson, J.; Lui, K.; Sillence, D.O. Barth
Syndrome: Clinical Features and Confirmation of Gene Localisation to Distal Xq28. Am. |. Med. Genet. 1993, 45, 327-334.
[CrossRef] [PubMed]

Barth, P.G,; Valianpour, F; Bowen, VM.; Lam, J.; Duran, M.; Vaz, EM.; Wanders, R.J.A. X-Linked Cardioskeletal Myopathy and
Neutropenia (Barth Syndrome): An Update. Am. J. Med. Genet. A 2004, 126, 349-354. [CrossRef]

Yen, T.-Y.; Hwu, W.-L.; Chien, Y.-H.; Wu, M.-H.; Lin, M.-T,; Tsao, L.-Y.; Hsieh, W.-S.; Lee, N.-C. Acute Metabolic Decompensation
and Sudden Death in Barth Syndrome: Report of a Family and a Literature Review. Eur. |. Pediatr. 2008, 167, 941-944. [CrossRef]
Roberts, A.E.; Nixon, C.; Steward, C.G.; Gauvreau, K.; Maisenbacher, M.; Fletcher, M.; Geva, J.; Byrne, B.].; Spencer, C.T. The Barth
Syndrome Registry: Distinguishing Disease Characteristics and Growth Data from a Longitudinal Study. Am. J. Med. Genet. A
2012, 158, 2726-2732. [CrossRef]

Martin, A.B.; Garson, A., Jr.; Perry, ].C. Prolonged QT Interval in Hypertrophic and Dilated Cardiomyopathy in Children. Am.
Heart J. 1994, 127, 64-70. [CrossRef]

Rigaud, C.; Lebre, A.-S.; Touraine, R.; Beaupain, B.; Ottolenghi, C.; Chabli, A.; Ansquer, H.; Ozsahin, H.; Di Filippo, S.; De Lonlay,
P; et al. Natural History of Barth Syndrome: A National Cohort Study of 22 Patients. Orphanet ]. Rare Dis. 2013, 8, 70. [CrossRef]
Bleyl, S.B.; Mumford, B.R.; Thompson, V.; Carey, ].C.; Pysher, T.].; Chin, TK.; Ward, K. Neonatal, Lethal Noncompaction of the
Left Ventricular Myocardium Is Allelic with Barth Syndrome. Am. . Hum. Genet. 1997, 61, 868-872. [CrossRef]

Pignatelli, R.H.; McMahon, C.J.; Dreyer, W.].; Denfield, S.W.; Price, J.; Belmont, ] W.; Craigen, W.J.; Wu, J.; El Said, H.; Bezold, L.;
et al. Clinical Characterization of Left Ventricular Noncompaction in Children: A Relatively Common Form of Cardiomyopathy:
A Relatively Common Form of Cardiomyopathy. Circulation 2003, 108, 2672-2678. [CrossRef]

Hanke, S.P; Gardner, A.B.; Lombardi, ].P.; Manning, P.B.; Nelson, D.P.; Towbin, J.A.; Jefferies, ].L.; Lorts, A. Left Ventricular
Noncompaction Cardiomyopathy in Barth Syndrome: An Example of an Undulating Cardiac Phenotype Necessitating Mechanical
Circulatory Support as a Bridge to Transplantation. Pediatr. Cardiol. 2012, 33, 1430-1434. [CrossRef]

Dietz, H. Marfan Syndrome. In GeneReviews®; University of Washington: Seattle, WA, USA, 2001.

Loeys, B.L.; Dietz, H.C.; Braverman, A.C.; Callewaert, B.L.; De Backer, ].; Devereux, R.B.; Hilhorst-Hofstee, Y.; Jondeau, G.; Faivre,
L.; Milewicz, D.M.; et al. The Revised Ghent Nosology for the Marfan Syndrome. J. Med. Genet. 2010, 47, 476-485. [CrossRef]
Baban, A.; Castori, M. Pharmacological resources, diagnostic approach and coordination of care in joint hypermobility-related
disorders. Expert Rev. Clin. Pharmacol. 2018, 11, 689-703. [CrossRef]

Muifio-Mosquera, L.; De Backer, J. Cardiomyopathy in Genetic Aortic Diseases. Front. Pediatr. 2021, 9, 682390. [CrossRef]


http://doi.org/10.1093/cvr/cvx014
http://doi.org/10.1002/ana.10176
http://doi.org/10.1016/j.bbadis.2020.165803
http://doi.org/10.1016/S0022-3476(99)70126-5
http://doi.org/10.1002/pd.2599
http://doi.org/10.1186/1750-1172-8-23
http://doi.org/10.1016/j.ymgme.2012.09.013
http://doi.org/10.1542/peds.2005-2667
http://doi.org/10.1007/8904_2014_309
http://doi.org/10.1016/j.bbamem.2009.07.009
http://doi.org/10.1373/clinchem.2007.095711
http://doi.org/10.1007/s00431-011-1575-6
http://www.ncbi.nlm.nih.gov/pubmed/21947198
http://doi.org/10.1002/ajmg.a.61383
http://www.ncbi.nlm.nih.gov/pubmed/31729175
http://doi.org/10.1016/0022-510X(83)90209-5
http://doi.org/10.1002/ajmg.1320450309
http://www.ncbi.nlm.nih.gov/pubmed/8434619
http://doi.org/10.1002/ajmg.a.20660
http://doi.org/10.1007/s00431-007-0592-y
http://doi.org/10.1002/ajmg.a.35609
http://doi.org/10.1016/0002-8703(94)90510-X
http://doi.org/10.1186/1750-1172-8-70
http://doi.org/10.1086/514879
http://doi.org/10.1161/01.CIR.0000100664.10777.B8
http://doi.org/10.1007/s00246-012-0258-z
http://doi.org/10.1136/jmg.2009.072785
http://doi.org/10.1080/17512433.2018.1497973
http://doi.org/10.3389/fped.2021.682390

J. Cardiovasc. Dev. Dis. 2022, 9, 47 33 of 33

218.

219.

220.

221.

222.

223.

224.

225.

226.

227.

228.

229.

230.

231.
232.

233.
234.
235.

Groth, K.A.; Stochholm, K.; Hove, H.; Andersen, N.H.; Gravholt, C.H. Causes of Mortality in the Marfan Syndrome (from a
Nationwide Register Study). Am. J. Cardiol. 2018, 122, 1231-1235. [CrossRef]

Diller, G.-P.; Kempny, A.; Alonso-Gonzalez, R.; Swan, L.; Uebing, A.; Li, W.; Babu-Narayan, S.; Wort, S.J.; Dimopoulos, K;
Gatzoulis, M.A. Survival Prospects and Circumstances of Death in Contemporary Adult Congenital Heart Disease Patients under
Follow-up at a Large Tertiary Centre. Circulation 2015, 132, 2118-2125. [CrossRef]

Hetzer, R.; Siegel, G.; Delmo Walter, E.M. Cardiomyopathy in Marfan Syndrome. Eur. ]. Cardiothorac. Surg. 2016, 49, 561-567;
discussion 567-568. [CrossRef]

Yetman, A.T.; Bornemeier, R.A.; McCrindle, B.W. Long-Term Outcome in Patients with Marfan Syndrome: Is Aortic Dissection
the Only Cause of Sudden Death? J. Am. Coll. Cardiol. 2003, 41, 329-332. [CrossRef]

Savolainen, A.; Nisula, L.; Keto, P.; Hekali, P; Viitasalo, M.; Kaitila, I.; Kupari, M. Left Ventricular Function in Children with the
Marfan Syndrome. Eur. Heart ]. 1994, 15, 625-630. [CrossRef]

Alpendurada, F; Wong, J.; Kiotsekoglou, A.; Banya, W.; Child, A.; Prasad, S.K.; Pennell, D.J.; Mohiaddin, R.H. Evidence for
Marfan Cardiomyopathy. Eur. J. Heart Fail. 2010, 12, 1085-1091. [CrossRef]

Mewton, N.; Liu, C.Y,; Croisille, P.; Bluemke, D.; Lima, ].A.C. Assessment of Myocardial Fibrosis with Cardiovascular Magnetic
Resonance. J. Am. Coll. Cardiol. 2011, 57, 891-903. [CrossRef]

Karur, G.R,; Pagano, ].].; Bradley, T.; Lam, C.Z.; Seed, M.; Yoo, S.-].; Grosse-Wortmann, L. Diffuse Myocardial Fibrosis in Children
and Adolescents with Marfan Syndrome and Loeys-Dietz Syndrome. J. Am. Coll. Cardiol. 2018, 72, 2279-2281. [CrossRef]
Aalberts, J.].].; van Tintelen, ].P.; Meijboom, L.J.; Polko, A.; Jongbloed, ].D.H.; van der Wal, H.; Pals, G.; Osinga, J.; Timmermans, J.;
de Backer, J.; et al. Relation between Genotype and Left-Ventricular Dilatation in Patients with Marfan Syndrome. Gene 2014, 534,
40-43. [CrossRef]

Arnaud, P; Milleron, O.; Hanna, N.; Ropers, J.; Ould Ouali, N.; Affoune, A.; Langeois, M.; Eliahou, L.; Arnoult, E; Renard, P; et al.
Clinical Relevance of Genotype-Phenotype Correlations beyond Vascular Events in a Cohort Study of 1500 Marfan Syndrome
Patients with FBN1 Pathogenic Variants. Genet. Med. 2021, 23, 1296-1304. [CrossRef]

Muifio-Mosquera, L.; De Wilde, H.; Devos, D.; Babin, D.; Jordaens, L.; Demolder, A.; De Groote, K.; De Wolf, D.; De Backer, J.
Myocardial Disease and Ventricular Arrhythmia in Marfan Syndrome: A Prospective Study. Orphanet ]. Rare Dis. 2020, 15, 300.
[CrossRef]

Hengel, H.; Buchert, R.; Sturm, M.; Haack, T.B.; Schelling, Y.; Mahajnah, M.; Sharkia, R.; Azem, A.; Balousha, G.; Ghanem, Z; et al.
First-Line Exome Sequencing in Palestinian and Israeli Arabs with Neurological Disorders Is Efficient and Facilitates Disease
Gene Discovery. Eur. |. Hum. Genet. 2020, 28, 1034-1043. [CrossRef]

Sharkia, R.; Zaid, M.; Athamna, A.; Cohen, D.; Azem, A.; Zalan, A. The Changing Pattern of Consanguinity in a Selected Region
of the Israeli Arab Community. Am. ]. Hum. Biol. 2008, 20, 72-77. [CrossRef]

Al-Gazali, L.; Hamamy, H.; Al-Arrayad, S. Genetic Disorders in the Arab World. BMJ 2006, 333, 831-834. [CrossRef]

Magner, M.; Dvorakova, V.; Tesarova, M.; Mazurova, S.; Hansikova, H.; Zahorec, M.; Brennerova, K.; Bzduch, V.; Spiegel, R.;
Horovitz, Y.; et al. TMEM70 Deficiency: Long-Term Outcome of 48 Patients. |. Inherit. Metab. Dis. 2015, 38, 417-426. [CrossRef]
Jiang, P.; Mizushima, N. Autophagy and Human Diseases. Cell Res. 2014, 24, 69-79. [CrossRef] [PubMed]

Mizushima, N.; Komatsu, M. Autophagy: Renovation of Cells and Tissues. Cell 2011, 147, 728-741. [CrossRef] [PubMed]

Basu, R.; Hazra, S.; Shanks, M.; Paterson, D.I.; Oudit, G.Y. Novel Mutation in Exon 14 of the Sarcomere Gene MYH7 in Familial
Left Ventricular Noncompaction with Bicuspid Aortic Valve. Circ. Heart Fail. 2014, 7, 1059-1062. [CrossRef] [PubMed]


http://doi.org/10.1016/j.amjcard.2018.06.034
http://doi.org/10.1161/CIRCULATIONAHA.115.017202
http://doi.org/10.1093/ejcts/ezv073
http://doi.org/10.1016/S0735-1097(02)02699-2
http://doi.org/10.1093/oxfordjournals.eurheartj.a060558
http://doi.org/10.1093/eurjhf/hfq127
http://doi.org/10.1016/j.jacc.2010.11.013
http://doi.org/10.1016/j.jacc.2018.07.095
http://doi.org/10.1016/j.gene.2013.10.033
http://doi.org/10.1038/s41436-021-01132-x
http://doi.org/10.1186/s13023-020-01581-8
http://doi.org/10.1038/s41431-020-0609-9
http://doi.org/10.1002/ajhb.20678
http://doi.org/10.1136/bmj.38982.704931.AE
http://doi.org/10.1007/s10545-014-9774-8
http://doi.org/10.1038/cr.2013.161
http://www.ncbi.nlm.nih.gov/pubmed/24323045
http://doi.org/10.1016/j.cell.2011.10.026
http://www.ncbi.nlm.nih.gov/pubmed/22078875
http://doi.org/10.1161/CIRCHEARTFAILURE.114.001666
http://www.ncbi.nlm.nih.gov/pubmed/25415959

	Introduction 
	Deciphering Etiology of CMPs in Children according to Major Multisystemic Clinical Features 
	CMP + Dysmorphic Features + Intellectual Disability 
	Down Syndrome (DS) 
	1p36 Deletion Syndrome 
	6q25.1 Deletion Syndrome 

	CMP + Short Stature 
	RASopathies 
	Myhre Syndrome 
	Turner Syndrome (TS) 
	MULIBREY Dwarfism (MUL) 

	CMP + Limb Defects 
	Holt–Oram Syndrome (HOS) 
	CACNA1C-Related Disorders 

	CMP + Progressive Neuromuscular Disease + Delayed Motor Milestones 
	Friedreich’s Ataxia (FRDA) 
	Kearns–Sayre Syndrome (KSS) 
	Danon Disease (DD) 

	CMP + Skin+ Hair 
	Naxos Disease 
	Carvajal Syndrome (CS) 
	Menkes Disease (MD) 
	Cantù Syndrome (CS) 
	Epidermolysis Bullosa (EB) Simplex Secondary to KLHL24 Variants 

	CMP + Eye 
	CMP + Corpus Callosum Agenesis 
	CMP + Recurrent Infections 
	CMP + Tall Stature 
	CMP + High Inbreeding 

	Complex Multisystemic CMPs and Autophagy 
	A Link between CHDs and Children CMP 
	Conclusions 
	Limitations 
	References

