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Abstract: Cardiovascular development is a complex developmental process starting with the formation
of an early straight heart tube, followed by a rightward looping and the configuration of atrial and
ventricular chambers. The subsequent step allows the separation of these cardiac chambers leading
to the formation of a four-chambered organ. Impairment in any of these developmental processes
invariably leads to cardiac defects. Importantly, our understanding of the developmental defects
causing cardiac congenital heart diseases has largely increased over the last decades. The advent of
the molecular era allowed to bridge morphogenetic with genetic defects and therefore our current
understanding of the transcriptional regulation of cardiac morphogenesis has enormously increased.
Moreover, the impact of environmental agents to genetic cascades has been demonstrated as well as
of novel genomic mechanisms modulating gene regulation such as post-transcriptional regulatory
mechanisms. Among post-transcriptional regulatory mechanisms, non-coding RNAs, including
therein microRNAs and lncRNAs, are emerging to play pivotal roles. In this review, we summarize
current knowledge on the functional role of non-coding RNAs in distinct congenital heart diseases,
with particular emphasis on microRNAs and long non-coding RNAs.
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1. Introduction
Cardiovascular development is a complex developmental process involving the formation and
alignment of distinct cell sources. Early cardiogenesis starts soon after gastrulation as symmetrical
precardiogenic crescents are formed at both sides of the developing embryo [1]. Left and right crescents
converge into the embryonic midline forming the early cardiac straight tube. At this stage, the entire
embryonic heart is composed of two distinct layers, an external myocardium and internal endocardium.
Soon thereafter, the developing heart initiates a rightward looping, configuring prospective atrial
and ventricular chambers, although it remains to be a single tube [2,3]. Subsequently, mesenchymal
components are developed within specific regions of the embryonic heart forming the anlage of
the future cardiac valves. Left and right components are delineated on each cardiac chamber by a
complex process of septation, generating thereafter a four-chambered heart with distinct inlet and
outlet connections. In addition to these large macroscopic changes, subtler but similarly important
changes occur in the embryonic and fetal heart. An external epicardial layer is formed, which is
derived from the proepicardium [4] and cardiac neural crest migrate into the anterior pole of the heart
providing cellular cues to govern aortico-pulmonary septation [5]. In addition, embryonic ventricular
trabeculations are progressively remodeled [6–8], configuring internally a thinner trabecular network
and externally a thicker compact layer.
Given the complexity of morphogenetic processes orchestrating cardiac development, impairment
in any of these developmental events invariably leads to cardiac defects. Over the last decades, our
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understanding of the developmental defects causing cardiac congenital heart diseases (CHD) has
exponentially increased and culprit developmental tissues have been identified (see for recent reviews [9,
10]). For example, impaired cardiac neural crest migration leads to abnormal arterial pole development,
ranging from absence, i.e., permanent truncus arteriosus, to defects on aortic-pulmonary septation such
as double outlet right ventricle (DORV) [5]. Impaired valve development is also frequently associated
with VSDs, as the membranous part of the septum fails to converge properly [11–13]. Abnormal
left/right symmetry is at the bases of heterotaxia, atrial isomerism and also double inlet left ventricle [3].
In addition, careful examination of complex CHDs such as Tetralogy of Fallot (TOF) has also provided
evidence of simultaneous impairment of multiple cardiac embryonic structures.
CHD is defined as clinically structural heart defect present before and/or at birth and is the leading
cause of infant morbidity and mortality worldwide, with an incidence of 1–2% in newborns [14]. CHD
can be classified into three broad categories according to their clinical manifestations: cyanotic heart
disease, left-sided obstruction defects, and septation defects [15]. Cyanotic heart diseases include TOF,
transposition of the great arteries (TGA), tricuspid atresia, pulmonary atresia, Ebstein’s anomaly of the
tricuspid valve, DORV, persistent truncus arteriosus (PTA) and total anomalous pulmonary venous
connection. Left-sided obstructive lesions, the second main type of CHDs, include hypoplastic left
heart syndrome (HLHS), mitral stenosis, aortic stenosis, aortic coarctation and IAA. The third main
type of CHDs are septation defects, affecting separation of the atria (atrial septal defects, ASDs), the
ventricles, (ventricular septal defects, VSDs) or both (atrioventricular septal defects, AVSDs) [16].
The molecular culprits of CHD pathogenesis remain rather unclear. The advent of the molecular era
started to bridge morphogenetic with genetic defects. Our current understanding of the transcriptional
regulation of cardiac morphogenesis has enormously increased. Key transcription factors such as
NKX2.5, GATA4 and MEF2C are essential for early stages of cardiac morphogenesis [1]. PITX2
is essential for left/right patterning [3,17] and multiple members of the T-box family play pivotal
developmental roles in distinct compartments of the developing heart [18]. Importantly, the impact
of these transcription factors in cardiac CHD has been obtained by two complementary approaches.
Genetic manipulation of experimental animals provided invaluable tools to dissect the functional roles
of a large set of transcription factors in cardiogenesis. For example, genetic deletion of PITX2 have
unraveled a key role for this transcription factor in atrial isomerism [19]. In addition, the rapid advance
of genetic screening of CHDs familiar cases and more recently large cohorts of similarly affected CHD
patients has greatly increased our understanding of the genetic and molecular bases of CHD [16].
These efforts have identified, for example, TBX1 as culprit gene underlying DiGeorge syndrome [20,21].
However, despite major efforts dissecting the genetics of CHDs, they only account for only <20%
of all diagnosed cases [9,10]. Thus, novel agents remain to be discovered and currently two sets of
evidence are put forward: discovering the impact of environmental agents to genetic cascades [22–25]
and novel genomic mechanisms regulating gene expression such as post-transcriptional regulatory
mechanisms [26–29].
Over the last decade, we have witnessed a new revolution on the understanding of genome
biology. Protein coding genes only account for approximately 2–3% of the genome, whereas the
rest of the genome was considered “dark matter” or even “trash DNA”. The discovery that 60–70%
of the “dark matter” genome is indeed transcribed but not translated has completely modified our
vision of genome biology and thus of gene regulatory mechanisms (see for a recent review [30]).
Non-coding RNAs can be grossly subclassified into two major groups: small non-coding RNAs (shorter
that 200 nucleotides in length) and long non-coding RNAs (longer that 200 nucleotides in length).
Small non-coding RNAs contain distinct subclasses such as piwi-RNA, snoRNAs, siRNA and the
most numerous and well-studied group of microRNAs [31,32]. microRNAs are small non-coding
RNAs of 22–24 nucleotide that are capable of regulating gene expression by interacting with mRNA
transcript 3´UTRs, promoting thereafter mRNA degradation and/or protein translation blockage [33].
Long non-coding RNAs are an equally heterogenous group of non-coding RNAs that are basically
subclassified according to their functional properties yet such a classification is complex and imprecise
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given our limited understanding of their function [34,35]. Furthermore, complex interplays between
long non-coding RNAs and microRNAs are also reported [36,37], opening a completely novel landscape
to transcriptional and post-transcriptional regulation of gene expression.
In this review, we summarize current knowledge of the impact of non-coding RNAs in the
development of distinct CHDs, with particular emphasis on the role of microRNAs and long-non-coding
RNAs when available.
2. microRNAs and Cardiac Congenital Heart Diseases
microRNAs are small (22–24 nucleotides in length) non-coding RNAs that modulate protein
function by binding to target messenger RNA, resulting in repression of protein translation and/or
mRNA degradation. Experimental cardiac-specific disruption of DICER, an RNase that is essential for
microRNA processing and biosynthesis [38,39], leads to embryonic lethality within first four days after
birth due to dilated cardiomyopathy in mice [40]. This study therefore highlights the importance of
microRNAs during embryogenesis and cardiac development. Although DICER deletion revealed a
crucial role for those small RNAs in cardiac development in vivo, no specific microRNA deletion has
yet led to a fully penetrant lethal phenotype in mice, thus demonstrating complex microRNA actions of
and plausible compensatory mechanisms. Nonetheless, an important number of microRNAs have been
shown to play key roles in heart function [41–48] and the most relevant microRNA leading to CHDs is
miR-1 [41,47]. miR-1 targets the cardiac transcription factor HAND2, which is involved in embryonic
heart growth, as well as several other regulators of cardiac growth during development. Deletion of
miR-1 in mice results in complex heart defects including VSDs. Surviving miR-1 deficient mice have
conduction system defects and increased cardiomyocyte proliferation. Hence, miR-1 dysregulation
might result in CHD in humans [16]. In addition to experimental evidence, microRNAs are attractive
clinical biomarkers as they remain stable in blood, urine and other biological fluids and evade RNA
degrading enzymes. In this context, Yu et al. [49] hypothesized, and Zhu et al. [50] demonstrated,
that microRNAs in maternal serum are candidate biomarkers for prenatal detection of fetal CHD in
early pregnancy. These authors identified four significantly up-regulated microRNAs (miR-19, miR-22,
miR-29c and miR-375) in mothers carrying fetuses with CHD, being miR-19b and miR-29c significantly
up-regulated in VSDs and all four microRNAs up-regulated in TOF. These results are very important
because they suggest that specific microRNA might be associated to distinct types of CHD. In the
following sections, we provide a systematic review of the current understanding of the functional role
of microRNAs on the pathogenesis of cardiac CHD within the three major CHD subtypes, cyanotic
heart disease, left-sided obstruction defects, and septation defects.
3. microRNAs in Cyanotic Heart Diseases
Cyanotic heart diseases encompass defects such as TGA, TOF, tricuspid atresia, pulmonary
atresia, Ebstein’s anomaly, DORV, PTA and total anomalous pulmonary venous connection. To date,
involvement of microRNAs on these cardiac pathologies has only been described for TGA, TOF
and DORV.
TGA, also referred to as complete transposition, is a congenital cardiac malformation characterized
by atrioventricular concordance and ventriculoarterial discordance. The incidence is estimated at 1 in
every 3500–5000 births having an increased ratio on males. While our current understanding of the
functional role of microRNAs in TGA is still in its infancy, seminal studies have provided evidence that
distinct microRNAs might serve a biomarkers of adult TGA such as those reported by Lai et al. [51],
yet Tutarel et al. [52] failed to find such differences in their study. Therefore, additional studies are
required to clarify such controversy.
TOF is the most common cause of cyanotic cardiac disease in patients beyond the neonatal age,
accounting for >10% of all congenital cardiac lesions [53], and with a prevalence of approximately 5 per
10,000 live births. TOF is a clinical entity combining anatomic malformations such as interventricular
communication, biventricular connection of the aortic root, obstruction of the right ventricular outflow
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tract and right ventricular hypertrophy [54]. The degrees of right ventricular outflow tract (RVOT)
obstruction widely varies and the presence of large VSD normally requires surgical intervention within
the first years of life [53,54].
Several studies have provided evidence of genetic associations between distinct microRNA single
nucleotide variants and the occurrence of TOF, in particular on miR-17 [55] and miR-196 [56]. However,
evidence of their functional implications is still lacking. On the other hand, a large dataset has
provided evidence of the involvement of multiple deregulated microRNAs in distinct conditions of
TOF, including pediatric [14,57–61] and corrected adult patients [62,63].
In seminal studies, O’Brien et al. [57] identified 61 microRNAs that display significant changes in
expression levels in children with TOF compared with controls. Interestingly, the levels of microRNAs
expression in children with TOF remain similar to those in the normal fetal myocardium. The
authors identified 33 microRNAs that were significantly downregulated in TOF myocardial tissue
compared to the normally developing myocardium. Zhang et al. [58] also described 18 differentially
expressed microRNAs in TOF patients, and demonstrated the role of miR-424 and miR-222 regulating
cardiomyocyte proliferation and thus a plausible role on TOF development. Analyses of microRNA
and mRNA complementary expression identified the functional relationship between miR-421 and
SOX4 expression in TOF patients, as described by Bittel et al. [59]. SOX-4 is a key regulator of the Notch
pathway, suggesting miR-421-SOX4 signaling might be a potential contributor to TOF development [59].
Moreover, of those 44 genes identified in TOF cardiac network, 51% are critical for cardiac development
and importantly splice variants mediated by snoRNAs were also identified. Overall, these data
suggest that impaired expression of ncRNAs, both microRNAs and snoRNAs, may contribute to the
development of CHD, particularly to TOF, by influencing expression, differential transcript splicing and
translation of genes and/or proteins that are important for normal heart development [39] (Figure 1).
Additional evidence of the functional role of microRNAs in TOF pathogenesis were described by
Liang et al. [64], who identified that miR-940 is highly expressed in the normal human RV outflow
tract but dramatically down-regulated in TOF patients. Functional analysis revealed that miR-940
downregulation blocked cardiac resident cell migration by targeting JARID2, a gene previously
involved in cardiac outflow tract development. Furthermore, miR-1 and miR-206 were significantly
down-regulated in TOF patients and both microRNAs impaired Cx43 expression, suggesting that both
microRNAs may contribute to the development of TOF, since Cx43 loss of function leads to conotruncal
anomalies [59]. Additional evidence on the role of microRNAs in pediatric cases of TOF were provided
by Wang et al. [60], who described a microRNA–mRNA genetic network, in which miR-124 and
miR-138 play pivotal roles. Furthermore, Wang et al. [61] discovered sexual differences in microRNA
expression of TOF patients, supporting a key role to miR-1 and miR-133. Besides these findings in
pediatric cases of TOF, microRNAs seem to also play a key role on TOF-related cardiac pathophysiology
in adulthood (Figure 1). To date, two reports provide evidence on microRNA differential expression in
adult TOF patients [62,63], yet whether they can serve a bona fide biomarkers of disease evolution
remains controversial. Despite increasing evidence on differentially expressed microRNAs in TOF
patients, the functional contribution of individual microRNAs remains to be elucidated.
DORV is present when both the aorta and pulmonary trunk originate, predominantly or entirely,
from the right ventricle [65]. In this situation, the left ventricle has no direct outlet to a great artery
and thus ejects through the interventricular communication, since VSD is almost invariably present.
Cyanosis is frequent but not universal. DORV results from impaired formation of the ventricular
outlet during early embryonic life [65]. While there are no reports of the implication of microRNAs in
DORV in humans, experimental evidence in mice unraveled the fundamental role of microRNAs in
DORV development. Conditional deletion of DICER in either the developing embryonic heart [66] or
specifically in the cardiac neural crest cells [67] leads to DORV.
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Figure 1. Schematic representation of distinct microRNAs involved in TOF (Tetralogy of Fallot),
HLHS (Hypoplastic Left Heart Syndrome) and VSD (Ventricular Septal Defect), as reported by
distinct differential gene expression analyses. Observe that the majority of the differentially expressed
microRNAs are associated to a single CHD entity and only 1.1% are shared among all three CHDs, i.e.,
miR-379 and miR-222.

4. microRNAs in Left-Sided Cardiac Obstructions
Left-sided obstructive lesions, the second main type of CHD, include HLHS, mitral stenosis, aortic
stenosis, aortic coarctation and IAA. To date, involvement of microRNAs in these cardiac pathologies
have only been described for HLHS.
HLHS is defined as underdevelopment of the structures of the left side of the heart, which includes
the mitral valve, left ventricle, aortic valve, and aortic arch. The absence of atrial communication in
HLHS produces severe obstruction of pulmonary blood flow frequently causing vascular injury [68].
Despite the relatively low incidence, it is responsible for 23% of cardiac deaths occurring in the first
week of life [69].
In a recent study by Sucharov et al. [70], the microRNA profile of the RV in HLHS patients was
compared with the RV of non-failing hearts. A total of 93 microRNAs differentially regulated in HLHS
hearts. In a mouse model, some of these microRNAs have been implicated in the fetal program during
heart failure (miR-208) and in RV hypertrophy and failure (miR-30 and miR-378). Additionally, three
microRNA species (miR-99a, miR-100 and miR-145a) were down regulated prior to or directly after
stage 1 operation of Norwood procedure while values returned to control levels after stage 3 operation,
demonstrating strong influence of altered blood flow conditions on microRNA expression. miR-137
and miR-145, which are down-regulated in the RV of HLHS patients, directly regulate the expression of
FOG-2, a transcription factor that modulates the expression of GATA-4, GATA-5 and GATA-6, essential
players in cardiac development (Figure 1). In contrast, miR-204 is up-regulated in the hypertrophic RV
of HLHS patients, similar to patients who suffer from hypertrophic cardiomyopathy. Thus, to date, our
current understanding of the functional role of microRNAs in HLHS is still incipient and additional
studies are required to dissect their function in HLHS.
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5. microRNAs in Septal Defects
Septation defects, the third main type of CHD, can affect separation of the atria (ASDs), the
ventricles (VSDs) or both (AVSDs) [71–73]. Most children with isolated ASDs are free of symptoms, but
rates of exercise intolerance, atrial tachyarrhythmias, right ventricular dysfunction, and pulmonary
hypertension increase with age and life expectancy is reduced in adults with untreated defects [74,75].
The risk of development of pulmonary vascular disease, a potentially lethal complication, is higher in
female patients and in older adults with untreated defects [74,75]. More than 50% of CHDs are caused
by sporadic ASD or VSD [76,77]. To date, involvement of microRNAs in these cardiac pathologies
have only been described for VSD, while several studies reported distinct microRNAs as biomarkers
of ASD [78], VSD [79] and AVSD [80]. In addition, polymorphisms in different microRNAs, such
as miR-196, miR-27, miR-499 have been associated to distinct CHDs, particularly septal defects [81]
and polymorphisms in ACTA1 3´UTR, affecting miR-139 regulation, has been recently reported to
association to the occurrence of ASD [82].
VSD is one of the commonest congenital malformations of the heart, accounting for up to 40% of
all cardiac anomalies. This is not only a common isolated cardiac malformation but also an intrinsic
component of several complex malformations, including TOF or univentricular atrioventricular
connection. Failure of complete formation of the primitive interventricular septum or failure of fusion
of the atrioventricular cushions with each other or with the primary septum are common developmental
defects leading to VSD [83,84].
Li et al. [15] detected 36 microRNAs dysregulated expression in circulating plasma of VSD
patients. Seven of these microRNAs, namely, let-7e, miR-155, miR-222, miR-379, miR-409, miR-433 and
miR-487, were down-regulated while miR-498 was up-regulated (Figure 1). Gene ontology analysis
revealed NOTCH1, HAND1, ZFPM2 and GATA3 as putative targets, genes known to be involved
in right ventricle morphogenesis. miR-1 and miR-181c have been implicated in VSD pathogenesis.
miR-1 is a regulator of BMP1 while miR-181c can regulate SOX9. In human cardiac tissue with VSD,
elevated levels of GJA1 and SOX9 coincided with reduced expression of miR-1, and elevated miR-181c
expression was associated with down regulation of BMPR2 [85]. Therefore, dysregulation of these
genes by these microRNAs might contribute to development of VSD.
Gene-targeting approach of miR-1-2 results in heart defects that include VSDs. Surviving mice
have conduction-system defects and increased cardiomyocyte proliferation [41,86]. In addition,
Smith et al. [87] showed that miR-1 knockouts display a reduced pool of proliferating ventricular
cardiomyocytes in the developing heart. Furthermore, haploinsufficiency of miR-1 and miR-133a is
associated with an increased risk of VSD via a process of HAND2 and SRF regulation, respectively.
miR-133a-1 and miR-133a-2 genes are both expressed in the linear heart tube and subsequently in
the cardiac chambers during mouse embryogenesis [88,89]. Singular deletion of either microRNA in
mice does not result in pathology, however combined deletion of both genes produces late embryonic
and neonatal deaths due to VDS and dilatation of the cardiac chambers.
Targeted deletion of the miR17-92 family of microRNAs results in the neonatal lethality from lung
hypoplasia and VSDs [48]. This cluster and its paralog clusters, miR-106a-363 and 106b-25, belong to a
family of highly conserved microRNA clusters that consists of six members: miR-17, miR-18a, miR-19a,
miR-20a and miR-19b-1 and miR-92a-1. Knockout mice that lacked the paralog clusters miR-106a-363
and miR-106b-25, respectively, did not display an obvious phenotype, whereas mice with a loss of both
clusters developed exacerbated cardiac failure, including ventricular wall thinning and VSD [90].
Another microRNA involved in the formation of VSDs is miR-195, a member of the miR-15
family. Early cardiac muscle-specific overexpression of miR-195 under control of the β-myosin heavy
chain promoter during embryogenesis was associated with ventricular hypoplasia and VSDs [39,91].
Additional evidence on the role of microRNAs in CHDs is provided by conditional deletion of DGCR8,
an RNP essential for microRNA biogenesis, in cardiac neural crest cells, resulting in PTA and VSD [92].
Overall, these studies unraveled several microRNA candidates that might play a pivotal role in VSD.
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6. Long Non-Coding RNAs (lncRNAs) in Congenital Heart Diseases
Long non-coding RNAs (lncRNAs) are a subclass of non-coding RNA transcripts longer than 200
nucleotides. LncRNAs are stable in plasma and urine and display tissue and disease specificity. To
date, more than 3000 lncRNAs have been identified and one-third of them have already been found to
be involved in various biological processes, including cell growth, differentiation, cell proliferation and
apoptosis [31,32,36,37]. Recent studies suggest that circulating plasma lncRNAs have great potential
as new diagnostic and prognostic biomarkers and play important roles in effective evaluation of
treatments in disease such as cardiovascular disease [93] and cancer [94–96]. lncRNAs display a wide
variety of biological functions including both transcriptional and post-transcriptional regulation in
multiple cellular processes as detailed below [97,98].
At transcriptional level, at least four different types of actions have been demonstrated: (a) lncRNAs
act as guide, binding to transcription factors or protein subunits of chromatin remodeling complexes
and driving them towards their genomic targets. Thus, lncRNAs can promote or suppress gene activity
depending on whether the guided complexes are activating, such as MLL complexes, or repressing,
such as PRC2 complexes [99]. (b) Scaffold lncRNAs can act at different complexes facilitating their
assembly and being a functional component of it [100,101]. (c) Enhancer lncRNAs can act as enhancers
of transcription, promoting and maintaining the genomic 3D conformation required for transcriptional
machinery to get access to promoter regions [102,103]. (d) The last class of transcriptional regulatory
lncRNAs exert their function as decoy molecules competing with transcription factors or chromatin
remodeling complexes for their genetic targets [104,105].
At post-transcriptional level lncRNAs can provide at least three different types of action, interacting
with mRNAs, translational machinery or other non-coding RNAs such as microRNAs [106]. Nuclear
lncRNAs participate on pre-mRNA maturation by interacting with pivotal alternative splicing
factors [107]. For example, sno-lncRNAs located in the nucleolus and Cajal bodies can associate with
FOX proteins, such as FOX2 and regulate mRNA alternative splicing [108]. lncRNAs can affect mRNA
stability by base-pairing with them and altering their half-lives. Incomplete base-pairing normally
promotes mRNA decoy whereas a full base pairing between both usually promotes mRNA stability
and thus protein translation [109–111]. Interestingly many lncRNAs are associated with ribosomes
and can therefore affect mRNA translation, interacting with the 30 UTR region and modulating the
assembly of translation initiation complex [106,112]. Finally, several lncRNAs can act upon microRNAs
interacting with them and serving as microRNA sponges, thus modulating post-transcriptional gene
expression [113,114].
Tissue specificity of lncRNAs was previously based on differential expression patterns in specific
biological systems. Due to the limited information available about the function of each lncRNA and the
lack of strong conservation, this fact constitutes a strong set back, but in contrast lncRNA expression
tends to be spatially and temporally restricted [115,116]. One of the main challenges for ncRNA
research is the identification of an association with a particular molecular or cellular function. Recent
evidence suggests that lncRNAs acts locally, regulating the expression levels of neighboring RNA
transcripts [117], however, physical proximity of lncRNAs and genes with developmental functions
does not necessarily imply a functional link between the protein coding gene and the lncRNA. The
main reason for this is that lncRNAs may employ varied mechanisms of action that not always imply
cis–trans way.
Several lcnRNAs have been reported to play fundamental role in distinct cardiac pathological
conditions, such as Myheart and Chaer in cardiac hypertrophy [105,118]; Crnde, Homeobox A11, Wisper
and MEG3 in cardiac fibrosis [119–122]; and Charme and Chast in cardiac remodeling [123,124] (Figure 2).
In addition, several lncRNAs have also been reported to enhance cardiomyocyte proliferation and
repair, such as Cpr [125], NR_045363 [126], Crrl [127] and uc.167 [128] (Figure 2), yet to date none of these
lncRNAs have been associated to CHDs. Furthermore, several lncRNAs have been implicated in key
developmental processes related to cardiac development, such as Braveheart [129,130], Fendrr [99,131],
Carmen [132], Upperhand [133], Terminator, Alien and Punisher [134] (Figure 2). Similar to those reported

tissue. Among them, 905 were intergenic, 201 intronic antisense, 175 natural antisense, 61
bidirectional, 38 exon sense and 28 intron sense-overlapping sequences, yet their functional
implication in VSD development remain unsolved. More recently, Li et al. [35] identified a MALAT1
polymorphism associated to CHDs, particularly to VSD and ASD. Overall, these studies enlighten
J. Cardiovasc.
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2019, 6, 15 in cardiac septal defects.
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of lncRNAs
TOF is a severe CHD that leads to numerous complications and poor outcomes in several
patients. HA117 is a lncRNA related to cell differentiation and later found to display antiin cardiac pathophysiology, no functional linkage to CHD has been reported to those lncRNAs involved
differentiation functions in leukemia cells, solid tumors and Hirschsprung’s disease. DPF3 and RGS6
in cardiac development. Current information of the functional role of lncRNAs in CHDs is thus scarce
are neighboring genes to HA117 and play a fundamental role in the heart. Wang et al. [137] postulated
and only a short list of reports have provided evidence of the involvement of lncRNAs in CHDs,
a relationship between TOF and HA117, since high HA117 expression is associated to adverse
particularly on VSD and TOF. Gu et al. [93] identified differentially expressed lncRNAs which have
outcomes in TOF patients. To date, the mechanism of action of HA117 in TOF remains unclear. As in
potential diagnostic value in predicting fetal CHD, providing evidence that circulating plasma lncRNA
the case of septal defects, the study by Wang et al. [137] is seminal, supporting a role of lncRNAs in
may serve as novel biomarkers for CHD diagnosis. Jiang et al. [135] reported increased HOTAIR
TOF development, yet additional studies are required to fully elucidate the functional relevance of
expression in right atrial biopsies of patients with CHD, primarily ASD and VSD, postulating HOTAIR
lncRNAs in this context.
as a biomarker for CHD.

Figure
distinct lncRNAs
lncRNAsinvolved
involvedcardiac
cardiacpathology,
pathology,
cardiomyocyte
Figure2.2.Schematic
Schematicrepresentation
representation of
of distinct
cardiomyocyte
cell
cell
proliferation
and
repair
and
cardiac
development,
which
might
have
functional
contribution
to
proliferation and repair and cardiac development, which might have functional contribution to CHD.
At present, only a minor subset of lncRNAs have been associated to CHD, particularly HA117 in TOF
and Hotair, Sngh6 and Malat1 in VSD.

Jiang et al. [135] reported increased SNHG6 expression in fetal cardiac tissues of VSD patients.
Experimental analyses demonstrate that SNHG6 gain-of-function blocked cardiomyocyte proliferation
while enhanced apoptosis. In addition, miR-101 was downregulated and Wnt/β-catenin pathway was
activated, suggesting a plausible mechanistic link between SNHG6 up-regulation, impaired miR-100
expression, Wnt/β-catenin activation and the formation of VSD.
Song et al. [136] conducted a study regarding the dysregulated lncRNAs in VSD-affected cardiac
tissue. Among them, 905 were intergenic, 201 intronic antisense, 175 natural antisense, 61 bidirectional,
38 exon sense and 28 intron sense-overlapping sequences, yet their functional implication in VSD
development remain unsolved. More recently, Li et al. [35] identified a MALAT1 polymorphism
associated to CHDs, particularly to VSD and ASD. Overall, these studies enlighten the importance of
lncRNAs in cardiac septal defects.
TOF is a severe CHD that leads to numerous complications and poor outcomes in several patients.
HA117 is a lncRNA related to cell differentiation and later found to display anti-differentiation functions
in leukemia cells, solid tumors and Hirschsprung’s disease. DPF3 and RGS6 are neighboring genes to
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HA117 and play a fundamental role in the heart. Wang et al. [137] postulated a relationship between
TOF and HA117, since high HA117 expression is associated to adverse outcomes in TOF patients. To
date, the mechanism of action of HA117 in TOF remains unclear. As in the case of septal defects, the
study by Wang et al. [137] is seminal, supporting a role of lncRNAs in TOF development, yet additional
studies are required to fully elucidate the functional relevance of lncRNAs in this context.
7. Conclusions and Perspectives
Seminal studies have provided evidence that transcriptional regulation is pivotal for correct
cardiovascular development and that, if impaired, congenital heart defects are prone to occur. In
addition to transcriptional regulation of the developing cardiovascular system, increasing evidence
demonstrates a substantial contribution of post-transcriptional mechanisms, such as those driven by
non-coding RNAs. Experimental genetic manipulation of several microRNAs led to CHDs such as
DORV and VSD highlighting the importance of these non-coding RNAs in cardiogenesis. Seminal
studies in TGA patients were able to identify microRNAs as biomarkers supporting their use as
predictive tools. Furthermore, a bulk of studies also demonstrate differential expression of microRNA
associated to distinct CHD, such as TOF, HLHS and VSD, opening up the possibility that many more
microRNAs will be instrumental in the occurrence of CHDs. Importantly, a comparison between those
differentially expressed microRNAs identified in TOF, HLHS and VSD results in minimal overlap
(Figure 1), suggesting that distinct microRNA molecular hallmark applies to each CHD. In other words,
a distinct subset of microRNAs is involved in each CHD, supporting highly specific role from distinct
microRNAs during cardiac development (Figure 1). While increasing evidence is emerging on the
functional role of lncRNAs in cardiac development and disease, identification of the role of lncRNAs in
CHDs is still incipient (Figure 2), in part because their complexity, both structurally and functionally. In
next coming years, we will witness an explosion of studies that will support the increasing functional
role of non-coding RNAs in the onset of CHDs.
Author Contributions: Resources, A.D. A.E.; Data Curation, A.D. D.F.; Writing-Original Draft Preparation, D.F.;
Writing-Review & Editing, A.A. D.F.; Funding Acquisition, A.A. D.F.
Funding: This research was funded by Junta de Andalucia Regional Council, grant number [CTS-446] to A.A. and
D.F.
Conflicts of Interest: The authors declare no conflict of interest.

References
1.
2.
3.
4.
5.

6.
7.

López-Sánchez, C.; García-Martínez, V. Molecular determinants of cardiac specification. Cardiovasc. Res.
2011, 91, 185–195. [CrossRef] [PubMed]
Franco, D.; Christoffels, V.M.; Campione, M. Homeobox transcription factor Pitx2: The rise of an asymmetry
gene in cardiogenesis and arrhythmogenesis. Trends Cardiovasc. Med. 2014, 24, 23–31. [CrossRef] [PubMed]
Campione, M.; Franco, D. Current Perspectives in Cardiac Laterality. J. Cardiovasc. Dev. Dis. 2016, 3, 34.
[CrossRef]
Dueñas, A.; Aranega, A.E.; Franco, D. More than Just a Simple Cardiac Envelope; Cellular Contributions of
the Epicardium. Front. Cell Dev. Biol. 2017, 5, 44. [CrossRef]
Miyagawa-Tomita, S.; Arima, Y.; Kurihara, H. The “Cardiac Neural Crest” Concept Revisited. In Etiology
and Morphogenesis of Congenital Heart Disease: From Gene Function and Cellular Interaction to Morphology;
Nakanishi, T., Markwald, R.R., Baldwin, H.S., Keller, B.B., Srivastava, D., Yamagishi, H., Eds.; Springer:
Tokyo, Japan, 2016; Chapter 30.
Moorman, A.F.; Christoffels, V.M. Cardiac chamber formation: Development, genes, and evolution.
Physiol. Rev. 2003, 83, 1223–1267. [CrossRef] [PubMed]
Captur, G.; Syrris, P.; Obianyo, C.; Limongelli, G.; Moon, J.C. Formation and Malformation of Cardiac
Trabeculae: Biological Basis, Clinical Significance, and Special Yield of Magnetic Resonance Imaging in
Assessment. Can. J. Cardiol. 2015, 31, 1325–1337. [CrossRef]

J. Cardiovasc. Dev. Dis. 2019, 6, 15

8.
9.

10.

11.

12.
13.
14.
15.
16.
17.
18.
19.

20.
21.
22.
23.
24.

25.

26.

27.

28.
29.

10 of 16

D’Amato, G.; Luxán, G.; de la Pompa, J.L. Notch signalling in ventricular chamber development and
cardiomyopathy. FEBS J. 2016, 283, 4223–4237. [CrossRef]
Gelb, B.D. Genetic Discovery for Congenital Heart Defects. In Etiology and Morphogenesis of Congenital
Heart Disease: From Gene Function and Cellular Interaction to Morphology; Nakanishi, T., Markwald, R.R.,
Baldwin, H.S., Keller, B.B., Srivastava, D., Yamagishi, H., Eds.; Springer: Tokyo, Japan, 2016; Chapter 51.
Russell, M.W.; Chung, W.K.; Kaltman, J.R.; Miller, T.A. Advances in the Understanding of the Genetic
Determinants of Congenital Heart Disease and Their Impact on Clinical Outcomes. J. Am. Heart Assoc. 2018,
7, e006906. [CrossRef] [PubMed]
Garg, V. Notch Signaling in Aortic Valve Development and Disease. In Etiology and Morphogenesis of Congenital
Heart Disease: From Gene Function and Cellular Interaction to Morphology; Nakanishi, T., Markwald, R.R.,
Baldwin, H.S., Keller, B.B., Srivastava, D., Yamagishi, H., Eds.; Springer: Tokyo, Japan, 2016; Chapter 53.
Wu, B.; Wang, Y.; Xiao, F.; Butcher, J.T.; Yutzey, K.E.; Zhou, B. Developmental Mechanisms of Aortic Valve
Malformation and Disease. Annu. Rev. Physiol. 2017, 79, 21–41. [CrossRef]
Muntean, I.; Togănel, R.; Benedek, T. Genetics of Congenital Heart Disease: Past and Present. Biochem. Genet.
2017, 55, 105–123. [CrossRef] [PubMed]
Wu, Y.; Ma, X.J.; Wang, H.J.; Li, W.C.; Chen, L.; Ma, D.; Huang, G.Y. Expression of Cx43-related microRNAs
in patients with tetralogy of Fallot. World J. Pediatr. 2014, 10, 138–144. [CrossRef] [PubMed]
Li, D.; Ji, L.; Liu, L.; Liu, Y.; Hou, H.; Yu, K.; Sun, Q.; Zhao, Z. Characterization of circulating microRNA
expression in patients with a ventricular septal defect. PLoS ONE 2014, 9, e106318. [CrossRef] [PubMed]
Bruneau, B.G. The developmental genetics of congenital heart disease. Nature 2008, 451, 943–948. [CrossRef]
Franco, D.; Campione, M. The role of Pitx2 during cardiac development. Linking left-right signaling and
congenital heart diseases. Trends Cardiovasc. Med. 2003, 13, 157–163. [CrossRef]
Hoogaars, W.M.; Barnett, P.; Moorman, A.F.; Christoffels, V.M. T-box factors determine cardiac design.
Cell. Mol. Life Sci. 2007, 64, 646–660. [CrossRef]
Kitamura, K.; Miura, H.; Miyagawa-Tomita, S.; Yanazawa, M.; Katoh-Fukui, Y.; Suzuki, R.; Ohuchi, H.;
Suehiro, A.; Motegi, Y.; Nakahara, Y.; et al. Mouse Pitx2 deficiency leads to anomalies of the ventral body wall,
heart, extra- and periocular mesoderm and right pulmonary isomerism. Development 1999, 126, 5749–5758.
[PubMed]
Baldini, A. DiGeorge syndrome: The use of model organisms to dissect complex genetics. Hum. Mol. Genet.
2002, 11, 2363–2369. [CrossRef]
Baldini, A. The 22q11.2 deletion syndrome: A gene dosage perspective. Sci. World J. 2006, 6, 1881–1887.
[CrossRef]
Lin, S.; Herdt-Losavio, M.; Gensburg, L.; Marshall, E.; Druschel, C. Maternal asthma, asthma medication use,
and the risk of congenital heart defects. Birth Defects Res. A Clin. Mol. Teratol. 2009, 85, 161–168. [CrossRef]
Gorini, F.; Chiappa, E.; Gargani, L.; Picano, E. Potential effects of environmental chemical contamination in
congenital heart disease. Pediatr. Cardiol. 2014, 35, 559–568. [CrossRef]
Baldacci, S.; Gorini, F.; Santoro, M.; Pierini, A.; Minichilli, F.; Bianchi, F. Environmental and individual
exposure and the risk of congenital anomalies: A review of recent epidemiological evidence. Epidemiol. Prev.
2018, 42 (Suppl. 1), 1–34.
Wong, P.; Denburg, A.; Dave, M.; Levin, L.; Morinis, J.O.; Suleman, S.; Wong, J.; Ford-Jones, E.; Moore, A.M.
Early life environment and social determinants of cardiac health in children with congenital heart disease.
Paediatr. Child Health 2018, 23, 92–95. [CrossRef]
Cowan, J.R.; Tariq, M.; Shaw, C.; Rao, M.; Belmont, J.W.; Lalani, S.R.; Smolarek, T.A.; Ware, S.M. Copy number
variation as a genetic basis for heterotaxy and heterotaxy-spectrum congenital heart defects. Philos. Trans. R.
Soc. Lond. B Biol. Sci. 2016, 371, 20150406. [CrossRef]
Xie, H.M.; Werner, P.; Stambolian, D.; Bailey-Wilson, J.E.; Hakonarson, H.; White, P.S.; Taylor, D.M.;
Goldmuntz, E. Rare copy number variants in patients with congenital conotruncal heart defects. Birth Defects
Res. 2017, 109, 271–295. [CrossRef]
Shanshen, E.; Rosenberg, J.; Van Bergen, A.H. Identification of Novel Congenital Heart Disease Candidate
Genes Using Chromosome Microarray. Pediatr. Cardiol. 2018, 39, 148–159. [CrossRef]
Islas, J.F.; Moreno-Cuevas, J.E. A MicroRNA Perspective on Cardiovascular Development and Diseases: An
Update. Int. J. Mol. Sci. 2018, 19, 2075. [CrossRef]

J. Cardiovasc. Dev. Dis. 2019, 6, 15

30.
31.
32.
33.
34.

35.

36.

37.

38.
39.
40.

41.
42.

43.

44.

45.

46.

47.

48.

49.

11 of 16

Garcia-Padilla, C.; Aranega, A.E.; Franco, D. The role of long non-coding RNAs in cardiac development and
disease. AIMS Genet. 2018, 5, 124–140. [CrossRef]
Rynkeviciene, R.; Simiene, J.; Strainiene, E.; Stankevicius, V.; Usinskiene, J.; Miseikyte Kaubriene, E.;
Meskinyte, I.; Cicenas, J.; Suziedelis, K. Non-Coding RNAs in Glioma. Cancers 2018, 11, 17. [CrossRef]
Yamamoto, T.; Saitoh, N. Non-coding RNAs and chromatin domains. Curr. Opin. Cell Biol. 2019, 58, 26–33.
[CrossRef]
Expósito-Villén, A.; Aránega, A.; Franco, D. Functional Role of Non-Coding RNAs during
Epithelial-To-Mesenchymal Transition. Noncoding RNA 2018, 4, 14. [CrossRef]
Fico, A.; Fiorenzano, A.; Pascale, E.; Patriarca, E.J.; Minchiotti, G. Long non-coding RNA in stem cell
pluripotency and lineage commitment: Functions and evolutionary conservation. Cell. Mol. Life Sci. 2019.
[CrossRef]
Li, Q.; Zhu, W.; Zhang, B.; Wu, Y.; Yan, S.; Yuan, Y.; Zhang, H.; Li, J.; Sun, K.; Wang, H.; et al. The MALAT1
gene polymorphism and its relationship with the onset of congenital heart disease in Chinese. Biosci. Rep.
2018, 38, BSR20171381. [CrossRef]
Saeedi Borujeni, M.J.; Esfandiary, E.; Baradaran, A.; Valiani, A.; Ghanadian, M.; Codoñer-Franch, P.; Basirat, R.;
Alonso-Iglesias, E.; Mirzaei, H.; Yazdani, A. Molecular aspects of pancreatic β-cell dysfunction: Oxidative
stress, microRNA, and long noncoding RNA. J. Cell. Physiol. 2019, 234, 8411–8425. [CrossRef]
Zhao, C.X.; Zhu, W.; Ba, Z.Q.; Xu, H.J.; Liu, W.D.; Zhu, B.; Wang, L.; Song, Y.J.; Yuan, S.; Ren, C.P. The
regulatory network of nasopharyngeal carcinoma metastasis with a focus on EBV, lncRNAs and miRNAs.
Am. J. Cancer Res. 2018, 8, 2185–2209.
Ambros, V. The functions of Animal microRNAs. Nature 2004, 431, 350–355. [CrossRef]
Hoelscher, S.C.; Doppler, S.A.; Dreßen, M.; Lahm, H.; Lange, R.; Krane, M. MicroRNAs: Pleiotropic players
in congenital heart disease and regeneration. J. Thorac. Dis. 2017, 9 (Suppl. 1), S64–S81. [CrossRef]
Chen, J.F.; Murchison, E.P.; Tang, R.; Callis, T.E.; Tatsuguchi, M.; Deng, Z.; Rojas, M.; Hammond, S.M.;
Schneider, M.D.; Selzman, C.H.; et al. Targeted deletion of Dicer in the heart leads to dilated cardiomyopathy
and heart failure. Proc. Natl. Acad. Sci. USA 2008, 105, 2111–2116. [CrossRef]
van Rooij, E.; Olson, E.N. MicroRNAs: Powerful new regulators of heart disease and provocative therapeutic
targets. J. Clin. Investig. 2007, 117, 2369–2376. [CrossRef]
Liu, N.; Bezprozvannaya, S.; Williams, A.H.; Qi, X.; Richardson, J.A.; Bassel-Duby, R.; Olson, E.N.
microRNA-133a regulates cardiomyocyte proliferation and suppresses smooth muscle gene expression in
the heart. Genes Dev. 2008, 22, 3242–3254. [CrossRef]
Callis, T.E.; Pandya, K.; Seok, H.Y.; Tang, R.H.; Tatsuguchi, M.; Huang, Z.P.; Chen, J.F.; Deng, Z.;
Gunn, B.; Shumate, J.; et al. MicroRNA-208a is a regulator of cardiac hypertrophy and conduction in
mice. J. Clin. Investig. 2009, 119, 2772–2786. [CrossRef]
Wystub, K.; Besser, J.; Bachmann, A.; Boettger, T.; Braun, T. miR-1/133a clusters cooperatively specify the
cardiomyogenic lineage by adjustment of myocardin levels during embryonic heart development. PLoS Genet.
2013, 9, e1003793. [CrossRef] [PubMed]
Singh, B.N.; Tahara, N.; Kawakami, Y.; Das, S.; Koyano-Nakagawa, N.; Gong, W.; Garry, M.G.; Garry, D.J.
Etv2-miR-130a-Jarid2 cascade regulates vascular patterning during embryogenesis. PLoS ONE 2017, 12,
e0189010. [CrossRef] [PubMed]
Li, N.; Hwangbo, C.; Jaba, I.M.; Zhang, J.; Papangeli, I.; Han, J.; Mikush, N.; Larrivée, B.; Eichmann, A.;
Chun, H.J.; et al. miR-182 Modulates Myocardial Hypertrophic Response Induced by Angiogenesis in Heart.
Sci. Rep. 2016, 6, 21228. [CrossRef]
Wei, Y.; Peng, S.; Wu, M.; Sachidanandam, R.; Tu, Z.; Zhang, S.; Falce, C.; Sobie, E.A.; Lebeche, D.; Zhao, Y.
Multifaceted roles of miR-1s in repressing the fetal gene program in the heart. Cell Res. 2014, 24, 278–292.
[CrossRef]
Danielson, L.S.; Park, D.S.; Rotllan, N.; Chamorro-Jorganes, A.; Guijarro, M.V.; Fernandez-Hernando, C.;
Fishman, G.I.; Phoon, C.K.; Hernando, E. Cardiovascular dysregulation of miR-17-92 causes a lethal
hypertrophic cardiomyopathy and arrhythmogenesis. FASEB J. 2013, 27, 1460–1467. [CrossRef] [PubMed]
Yu, Z.; Han, S.; Hu, P.; Zhu, C.; Wang, X.; Qian, L.; Guo, X. Potential role of maternal serum microRNAs as a
biomarker for fetal congenital heart defects. Med. Hypotheses 2011, 76, 424–426. [CrossRef]

J. Cardiovasc. Dev. Dis. 2019, 6, 15

50.

51.

52.

53.

54.
55.

56.

57.

58.

59.
60.
61.
62.
63.

64.

65.
66.
67.

68.

69.

12 of 16

Zhu, S.; Cao, L.; Zhu, J.; Kong, L.; Jin, J.; Qian, L.; Zhu, C.; Hu, X.; Li, M.; Guo, X.; et al. Identification of
maternal serum microRNAs as novel non-invasive biomarkers for prenatal detection of fetal congenital heart
defects. Clin. Chim. Acta 2013, 424, 66–72. [CrossRef]
Lai, C.T.; Ng, E.K.; Chow, P.C.; Kwong, A.; Cheung, Y.F. Circulating microRNA expression profile and
systemic right ventricular function in adults after atrial switch operation for complete transposition of the
great arteries. BMC Cardiovasc. Disord. 2013, 13, 73. [CrossRef]
Tutarel, O.; Dangwal, S.; Bretthauer, J.; Westhoff-Bleck, M.; Roentgen, P.; Anker, S.D.; Bauersachs, J.; Thum, T.
Circulating miR-423_5p fails as a biomarker for systemic ventricular function in adults after atrial repair for
transposition of the great arteries. Int. J. Cardiol. 2013, 167, 63–66. [CrossRef]
Perry, L.W.; Neill, C.A.; Ferencz, C. EUROCAT Working Party on Congenital Heart Disease: Perspective
in Pediatric Cardiology. In Epidemiology of congenital heart disease, the Baltimore-Washington Infant Study
1981–1989; Futura: Armonk, NY, USA, 1993; pp. 33–62.
Becker, A.E.; Connor, M.; Anderson, R.H. Tetralogy of Fallot: A morphometric and geometric study.
Am. J. Cardiol. 1975, 35, 402–412. [CrossRef]
Low, K.J.; Buxton, C.C.; Newbury-Ecob, R.A. Tetralogy of Fallot, microcephaly, short stature and
brachymesophalangy is associated with hemizygous loss of noncoding MIR17HG and coding GPC5.
Clin. Dysmorphol. 2015, 24, 113–114. [CrossRef] [PubMed]
Huang, J.B.; Mei, J.; Jiang, L.Y.; Jiang, Z.L.; Liu, H.; Zhang, J.W.; Ding, F.B. MiR-196a2 rs11614913 T>C
Polymorphism is Associated with an Increased Risk of Tetralogy of Fallot in a Chinese Population.
Acta Cardiol. Sin. 2015, 31, 18–23.
O’Brien, J.E., Jr.; Kibiryeva, N.; Zhou, X.G.; Marshall, J.A.; Lofland, G.K.; Artman, M.; Chen, J.; Bittel, D.C.
Noncoding RNA expression in myocardium from infants with tetralogy of Fallot. Circ. Cardiovasc. Genet.
2012, 5, 279–286. [CrossRef]
Zhang, J.; Chang, J.J.; Xu, F.; Ma, X.J.; Wu, Y.; Li, W.C.; Wang, H.J.; Huang, G.Y.; Ma, D. MicroRNA
deregulation in right ventricular outflow tract myocardium in nonsyndromic tetralogy of fallot. Can. J.
Cardiol. 2013, 29, 1695–1703. [CrossRef] [PubMed]
Bittel, D.C.; Kibiryeva, N.; Marshall, J.A.; O’Brien, J.E., Jr. MicroRNA-421 Dysregulation is Associated with
Tetralogy of Fallot. Cells 2014, 3, 713–723. [CrossRef] [PubMed]
Wang, X.M.; Zhang, K.; Li, Y.; Shi, K.; Liu, Y.L.; Yang, Y.F.; Fang, Y.; Mao, M. Screening miRNA and their
target genes related to tetralogy of Fallot with microarray. Cardiol. Young 2014, 24, 442–446. [CrossRef]
Wang, Q.; Wang, Z.; Wu, C.; Pan, Z.; Xiang, L.; Liu, H.; Jin, X.; Tong, K.; Fan, S.; Jin, X. Potential association of
long noncoding RNA HA117 with tetralogy of Fallot. Genes Dis. 2018, 5, 185–190. [CrossRef] [PubMed]
Lai, C.T.M.; Ng, E.K.O.; Chow, P.C.; Kwong, A.; Cheung, Y.F. Circulating MicroRNA in patients with repaired
tetralogy of Fallot. Eur. J. Clin. Investig. 2017, 47, 574–582. [CrossRef]
Abu-Halima, M.; Meese, E.; Keller, A.; Abdul-Khaliq, H.; Rädle-Hurst, T. Analysis of circulating microRNAs
in patients with repaired Tetralogy of Fallot with and without heart failure. J. Transl. Med. 2017, 15, 156.
[CrossRef]
Liang, D.; Xu, X.; Deng, F.; Feng, J.; Zhang, H.; Liu, Y.; Zhang, Y.; Pan, L.; Liu, Y.; Zhang, D.; et al. miRNA-940
reduction contributes to human Tetralogy of Fallot development. J. Cell. Mol. Med. 2014, 18, 1830–1839.
[CrossRef]
Wilkinson, J.L. Double Outlet Ventricle. In Paedriatric Cardiology; Anderson, R.H., Baker, E.J., Macartney, F.J.,
Rigb y, M.L., Shinebourne, E.A., Tynan, M., Eds.; Churchill Livingstone: London, UK, 2002; pp. 1353–1382.
Saxena, A.; Tabin, C.J. miRNA-processing enzyme Dicer is necessary for cardiac outflow tract alignment and
chamber septation. Proc. Natl. Acad. Sci. USA 2010, 107, 87–91. [CrossRef]
Huang, Z.P.; Chen, J.F.; Regan, J.N.; Maguire, C.T.; Tang, R.H.; Dong, X.R.; Majesky, M.W.; Wang, D.Z. Loss
of microRNAs in neural crest leads to cardiovascular syndromes resembling human congenital heart defects.
Arterioscler. Thromb. Vasc. Biol. 2010, 30, 2575–2586. [CrossRef]
Belfort, M.A.; Morris, S.A.; Espinoza, J.; Shamshirsaz, A.A.; Sanz Cortez, M.; Justino, H.; Ayres, N.A.;
Qureshi, A.M. Thulium laser assisted atrial septal stent placement: First use in fetal hypoplastic left heart
syndrome (HLHS) and intact atrial septum. Ultrasound. Obstet. Gynecol. 2018, 24. [CrossRef]
Yabrodi, M.; Mastropietro, C.W. Hypoplastic left heart syndrome: From comfort care to long-term survival.
Pediatr. Res. 2017, 81, 142–149. [CrossRef]

J. Cardiovasc. Dev. Dis. 2019, 6, 15

70.
71.
72.
73.

74.
75.
76.
77.

78.

79.
80.
81.

82.

83.
84.

85.
86.

87.
88.

89.

13 of 16

Sucharov, C.C.; Sucharov, J.; Karimpour-Fard, A.; Nunley, K.; Stauffer, B.L.; Miyamoto, S.D. Micro-RNA
expression in hypoplastic left heart syndrome. J. Card. Fail. 2015, 21, 83–88. [CrossRef]
Gittenberger-de Groot, A.C.; Calkoen, E.E.; Poelmann, R.E.; Bartelings, M.M.; Jongbloed, M.R. Morphogenesis
and molecular considerations on congenital cardiac septal defects. Ann. Med. 2014, 46, 640–652. [CrossRef]
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