
fphys-09-00735 June 12, 2018 Time: 16:8 # 1

REVIEW
published: 14 June 2018

doi: 10.3389/fphys.2018.00735

Edited by:
Sandra Rugonyi,

Oregon Health & Science University,
United States

Reviewed by:
Ionel Sandovici,

University of Cambridge,
United Kingdom

Manvendra K. Singh,
Duke-NUS Medical School,

Singapore

*Correspondence:
Cheryl L. Maslen

maslenc@ohsu.edu

Specialty section:
This article was submitted to

Integrative Physiology,
a section of the journal
Frontiers in Physiology

Received: 10 January 2018
Accepted: 28 May 2018

Published: 14 June 2018

Citation:
Maslen CL (2018) Recent Advances

in Placenta–Heart Interactions.
Front. Physiol. 9:735.

doi: 10.3389/fphys.2018.00735

Recent Advances in Placenta–Heart
Interactions
Cheryl L. Maslen*

Knight Cardiovascular Institute, Department of Molecular and Medical Genetics, Oregon Health & Science University,
Portland, OR, United States

Congenital heart defects (CHD) occur in ∼1 in every 100 live births. In addition, an
estimated 10% of fetal loss is due to severe forms of CHD. This makes heart defects
the most frequently occurring birth defect and single cause of in utero fatality in humans.
There is considerable evidence that CHD is heritable, indicating a strong contribution
from genetic risk factors. There are also known external environmental exposures that
are significantly associated with risk for CHD. Hence, the majority of CHD cases have
long been considered to be multifactorial, or generally caused by the confluence of
several risk factors potentially from genetic, epigenetic, and environmental sources.
Consequently, a specific cause can be very difficult to ascertain, although patterns of
associations are very important to prevention. While highly protective of the fetus, the
in utero environment is not immune to insult. As the conduit between the mother and
fetus, the placenta plays an essential role in maintaining fetal health. Since it is not a fully-
formed organ at the onset of pregnancy, the development of the placenta must keep
pace with the growth of the fetus in order to fulfill its critical role during pregnancy. In
fact, the placenta and the fetal heart actually develop in parallel, a phenomenon known
as the placenta–heart axis. This leaves the developing heart particularly vulnerable to
early placental insufficiency. Both organs share several developmental pathways, so
they also share a common vulnerability to genetic defects. In this article we explore
the coordinated development of the placenta and fetal heart and the implications for
placental involvement in the etiology and pathogenesis of CHD.

Keywords: congenital heart defects, genetic risk factors, placental insufficiency, heart–placental axis, fetal
environment

INTRODUCTION

Congenital heart defects (CHD) are the most common form of birth defect in humans (van der
Bom et al., 2011). Despite the recognition that there is a strong genetic component, the etiology
is complex and is generally not well understood. Model organisms have taught us a great deal
about cardiovascular development and the contribution of specific genes to the creation of the
mammalian four chambered heart (Andersen et al., 2014). However, in humans, heart defects are
seldom caused by single gene abnormalities. Even in the case of families with a strong inheritance
pattern of CHD primarily caused by a single gene defect there is often variable expression or
incomplete penetrance. Regardless, familial CHD is the rare exception. The majority of CHD
occurs as a sporadic, non-syndromic event, known to geneticists as a simplex trait. The cause is
difficult to determine, although there is now evidence that deleterious de novo mutations and copy
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number variants (segments of duplication or deletion of
chromosomes) account for up to 15% of CHD, albeit with
extreme gene locus heterogeneity and a lack of distinct genotype-
phenotype correlations (Yuan et al., 2013). Environmental factors
are also known to cause CHD. It is often noted that the heart is
the first organ to develop in the human embryo, which makes it
susceptible to early environmental insults that may occur before
the pregnancy is realized. Epidemiological studies have pointed
to many external environmental exposures that lead to CHD
as well as other birth defects (Krauss and Hong, 2016). Indeed,
environmental factors such as true teratogens have long been
suspect in the etiology of CHD. Well known exposures, such
as maternal alcohol consumption, which causes fetal alcohol
spectrum disorder, may account for thousands of cases of CHD
each year (Burd et al., 2007). However, teratogenic exposure likely
causes only a fraction of CHD in western countries. Another
type of environmental exposure, specifically defects primary to
the fetal environment, is an equally important yet less studied
factor that contributes to the etiology of CHD. Generally thought
to be a highly protected environment, the gatekeeper, which is
the placenta, plays a critical role in providing the fetus with
all of its basic needs. Here we explore the role of the placenta
in the development of the heart and the potential for placental
insufficiency to be an important factor in the control of proper
cardiovascular development and resulting CHD.

THE PLACENTA–HEART GENETIC AXIS

The parallel development of the placenta and the heart has
received less attention than the genetics of heart development,
yet it may have particular implications for the genetic etiology
of CHD. The heart and placenta share key developmental
pathways, which suggests that deleterious defects in any of
these genes would likely result in perturbations of both
heart and placental morphogenesis (Hemberger and Cross,
2001). This could have a synergistic effect, with placental
insufficiency exacerbating the inherent developmental defect
in the heart. The canonical Wnt/β-catenin pathway is one of
the crucial pathways shared simultaneously by the developing
heart and placenta. In the developing heart, Wnt signaling is
required for myocardial specification, cardiac morphogenesis,
valve formation, and proliferation of endothelial and vascular
smooth muscle cells (Gessert and Kuhl, 2010). Experimental mis-
expression of the Wnt-mediated genes Hex and Islet-1 in mouse
models using exposure to teratogens such as lithium or alcohol
results in cardiac and placental anomalies (Linask, 2013). These
experiments do not tease out the respective contributions of
placental insufficiency and primary cardiogenesis disruption to
the final manifestation of CHD, but it does raise the intriguing
prospect that the severity of the malformation might be mediated
by the placenta. It is known that placental blood flow is an
important determinant of early embryonic cardiac function, and
disruption of vasculogenesis and vascular function can have a
deleterious effect on maternal-fetal circulation.

A second network that is critical to both placenta and heart
development is made up of the pathways involved in folate

metabolism (Hemberger and Cross, 2001). Folate deficiency has
long been associated with the incidence of birth defects, to the
point where in 1998 the U.S. Food and Drug Administration
mandated that all cereal grain products be fortified with
folic acid in an effort to reduce the occurrence of these
devastating malformations. This was particularly successful in
reducing neural tube defects, which was the specific target.
Since then it has been recognized that a genetic variant in the
methylenetetrahydrofolate reductase (MTHFR) gene reduces the
mother’s ability to properly metabolize folic acid by 40–60%,
resulting in homocysteinemia thereby increasing the risk of birth
defects despite the consumption of otherwise adequate levels
of folic acid. Maternal carriers of the MTHFR risk allele have
an increased risk for developing preeclampsia, demonstrating
a direct effect on placental health. The genetic variant is also
clearly associated with increased risk to the fetus for developing
birth defects, particularly neural tube defects (Yadav et al.,
2015). However, the risk of CHD due to folate deficiency is
not as well established. Several population-based studies show
an increased risk for CHD associated with the MTHFR risk
allele, mostly in the form of septal defects, while others show
no association (Mamasoula et al., 2013). This discrepancy may
be due, at least in part, to the genetic diversity of populations
studied. Some racial/ethnic groups may have a higher risk profile
than others. However, it is known that folate is protective of
the placental–heart axis against environmental insults (Linask,
2013). This may put some populations at greater risk for
having folate-related CHDs than others which may account for
some of the discordant findings in population-based association
studies.

In addition to shared developmental pathways between
the placenta and the heart there is evidence of a transition
of developmental control from embryo to placental of
cardiomyocyte proliferation and ventricular wall expansion
(Shen et al., 2015). Proper development of ventricular wall
is essential to heart function as it provides the force for
cardiac ejection. The ventricular wall starts to form early in
development, prior to the onset of placenta function. IGF2
has been identified as the mitogen responsible for controlling
ventricular cardiomyocyte proliferation in the development
of the ventricular wall (Li et al., 2011). However, although
there is a single mitogen as the major source of control over
ventricular growth, the development occurs in two independent
stages in mice. The first stage, which occurs prior to the onset
of placental function, is epicardial in origin. The signaling
takes place in the context of hypoxia and very low glucose,
and uses cytokine erythropoietin (Epo) produced by the liver
as the regulator of epicardial Igf2 expression. This, however,
switches with the onset of placental function, which begins
to provide oxygen and glucose. This fetal environmental
change results in a genetic switch where Epo expression by the
liver is reduced as the levels of glucose and oxygen become
sufficient to support epicardial Igf2 expression. This fundamental
interplay between the developing heart and placenta is a
striking example of the complexity of the heart–placenta
axis. Overexposure to glucocorticoids, or stress hormones, is
known to be detrimental to fetal growth and development by

Frontiers in Physiology | www.frontiersin.org 2 June 2018 | Volume 9 | Article 735

https://www.frontiersin.org/journals/Physiology/
https://www.frontiersin.org/
https://www.frontiersin.org/journals/Physiology#articles


fphys-09-00735 June 12, 2018 Time: 16:8 # 3

Maslen Placenta–Heart Interactions

interfering with placental vascularization (Wyrwoll et al., 2016).
The fetus and placenta is generally in a low-glucocorticoid
environment thanks to high levels of expression of fetoplacental
11β-hydroxysteroid dehydrogenase-2 (11β-HDS2). Mouse
models deficient for the 11β-HDS2 gene, Hsd11b2, have now
been used to look beyond the placental insufficiency to the effect
on cardiovascular development (Wyrwoll et al., 2016). This
study once again emphasizes the importance of the placental–
heart axis. In addition to the previously described effects on
placental development it was noted that there was also impaired
cardiac functional maturation, as indicated by a failure of the
expected gestational increase in umbilical vein blood velocity
in spite of the lack of gross morphological changes in the
heart. Interestingly, the effect of excess glucocorticoid exposure
in the fetal environment, including placental insufficiency,
fetal growth restriction, and reduced cardiac function, was
reversed by administration of pravastatin, which increases
placental vascular growth factor A. Hence, this study not only
reinforces the importance of the placenta–heart axis, but also
indicates that it can be manipulated to ameliorate poor fetal
outcomes.

CHD AS A SECONDARY DEFECT TO
PLACENTAL INSUFFICIENCY

Not surprisingly, chronic placental insufficiency has serious
consequences for the fetus. It has long been recognized that
impaired feto-placental circulation often results in restricted fetal
growth (Cetin and Antonazzo, 2009), most often referred to as
intrauterine growth restriction (IUGR). IUGR is a leading cause
of neonatal deaths, and those that do survive usually face life-
long health issues. In population studies IUGR has been shown
to be associated with congenital malformations, including CHD
(Cohen et al., 2016), although there are confounding factors
that bring into question a causative association. In particular,
IUGR is frequently found in the context of aneuploidy, where
it is unknown if the IUGR predisposed the fetus to CHD, or
if IUGR and CHD co-occur due to common etiologic factors
(Khoury et al., 1988). However, other studies have provided more
direct evidence that placental insufficiency may contribute to the
cause of CHD. A recent study comparing placental sufficiency
in pregnancies with fetal CHD compared to healthy pregnancies
using non-invasive placental perfusion imaging showed that
there was significantly decreased global placental perfusion and
increased regional variation in perfusion that progressed with
advancing gestational age when compared to healthy pregnancies
(Zun et al., 2017). This suggests that as the demands by the
fetus on the placenta increased, the ability of the placenta to
meet those demands was progressively decreasing. In another
study, the number of terminal villi, as well as the vascular area
and density were reported to be small at the end of pregnancies
with hypoplastic left heart, which is one of the most clinically
severe CHD in live births (Jones et al., 2015). A study of fetuses
with a single umbilical artery (SUA) showed that 13% of those
fetuses had a cardiac anomaly, including hypoplastic left heart,
coarctation of the aorta, tetralogy of Fallot, hypoplastic right

heart, pulmonary atresia/stenosis, absent ductus venosus with
cardiomegaly, left isomerism, right isomerism, and transposition
of the great arteries (Araujo Junior et al., 2015). These were
also isolated heart defects as the study excluded cases with
chromosomal abnormalities or extracardiac defects. Surprisingly,
only 9.8% of the cases of SUA had IUGR and 8.7% had delivery
before 34 weeks. Other similar studies have shown association
between SUA and CHD, with varying outcomes depending
on the study design (Kasznica et al., 1991; Nakayama et al.,
1998; Prefumo et al., 2010; Chen et al., 2016). However, none
of these studies have the capability of discerning cause from
effect.

Unlike many human studies, animal models have the capacity
to shed light on molecular mechanisms underlying heart defects
occurring specifically due to placental insufficiency. Germline
ablation of placental development genes, where the gene is absent
only in the placenta, have clearly demonstrated the essential
role of placental function in heart development. Cardiac defects
occur when p38α-mitogen activated protein (MAP) kinase or
peroxisome proliferation-activated receptors (PPARs) are ablated
only in the placenta (Linask, 2013). The resulting abnormal
placental development and trophoblast invasion resulted in
hypoxia and reduced nutritional support of the fetus, which
correlated with the occurrence of CHD. Furthermore, rescue
of placental function prevented the development of a heart
defect (Barak et al., 1999; Adams et al., 2000). In another study,
the developmental role for the homeobox gene, HOXA13, was
delineated in a mouse model (Shaut et al., 2008). Expression
data showed that Hoxa13 is highly expressed in the allantoic
bud mesoderm, which is the earliest developing component of
the placenta. It was not expressed in the cardiac crescent in the
earliest stages of heart development. Even so, Hoxa13 knockout
mice, which displayed compromised labyrinth vessel branching
and endothelial specification, had CHD that is secondary to
the placental insufficiency. In particular, there was substantial
thinning of the ventricular wall in the homozygous mutant mice,
confirming that placental function plays a significant role in
cardiac development.

Another example shows that extraembryonic expression of
the SUMO-specific protease 2 (SENP2) is required for normal
heart development, and that the cardiac defects that occur with
inactivation of SENP2 are secondary to placental insufficiency
(Maruyama et al., 2016). In this study, conditional knockout of
SENP2 in the developing placenta results in trophoblast defects
that are similar to those seen in a global knockout of SENP2. In
both cases there is resultant CHD with hypoplastic chambers,
thinning myocardium, and an absence of atrioventricular
endocardial (AV) cushions. Loss of the AV cushions leads to
failure of proper septation of the heart (Miquerol and Kelly,
2013). However, if SENP2 is deleted in the endothelial cells in
the fetus, the AV cushions are normal indicating that the heart
defects are secondary to placental insufficiency alone. These and
other studies make it indisputable that CHD can be the result of
placental defects that compromise fetal development. However,
not all forms of placental insufficiency result in the same type of
CHD. This is likely due to the timing of the insult to the fetus, but
also the nature of the impairment.
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HYPOXIA

Hypoxia is considered to be a major stressor in fetal development,
and can lead to IUGR, fetal loss, low birth weight, CHD, and
persistent pulmonary hypertension in the newborn. Hypoxic
fetal stress can result from maternal hypoxia, such as would
occur through prolonged exposure to high altitude, a period
of severely restricted breathing, or even maternal smoking. Not
only does maternal hypoxia directly deprive the fetus of oxygen,
but there is evidence that it affects placental function. In the
developing placenta, hypoxia can lead to cell death and has been
shown to impair development of the vascular bed (Kingdom
et al., 2000). Structural changes to the placental vasculature that
include a decreased diffusion distance from maternal to fetal
blood, or a decrease in available oxygen transfer density will
enhance the hypoxic environment of the fetus that persists even
if maternal hypoxia is reduced. Not only does hypoxia change
placental development, but it also changes gene expression
in the developing heart which can have profound effects
on cardiac morphogenesis, resulting in CHD. One example
is the hypoxia-driven disruption of the vascular morphogen,
vascular endothelial growth factor (VEGF). VEGF expression
is known to be quickly and robustly increased in response
to hypoxia. Modeling of cardiac development in response to
hypoxia showed that ischemia-induced premature induction of
VEGF expression prevented formation of endocardial cushions,
which are the endocardium-derived anlagen of the heart septa
and valves (Dor et al., 2001). Since cardiac septal defects are
the most common form of CHD in humans this study defines
an important molecular link between hypoxia and CHD. In
addition, there is evidence that there is an important role
for localized low oxygen microenvironments in the developing
heart that must interact with normoxic microenvironment
developmental partners for normal heart development to occur.
It has been shown in the mouse that cells in the heart tube in
very early heart development are actually meant to be hypoxic,
while the cardiac progenitor cells in the second heart field
(SHF) are normoxic. It is thought that spatial differences in
oxygenation serve as a signal that controls cardiac development
by coordinating cell morphogenesis and migration. Disruption
of that carefully orchestrated interaction between developmental
microenvironments by making cells in the SHF hypoxic results
in CHD (Yuan et al., 2017). Observed defects were diverse and
included ventricular septal defects (VSD), double outlet right
ventricle (DORV), thinning of the ventricular wall, right ventricle
hyperplasia, right ventricle dilation, persistent truncus arteriosus,
and complex heart defects such as overriding aorta with VSD. In
general, the greater the level of hypoxia the more severe the heart
defect.

CHRONIC DISEASES

Diabetes
Infants of diabetic mothers (IDM) are at a greatly increased risk
for having a CHD. Indeed, pregestational maternal diabetes is
considered to be an independent risk factor for clinically severe

cardiovascular malformations with increased mortality (Loffredo
et al., 2001). Although diabetes-associated CHD prevalence
estimates vary depending on the study, there was a consistent
≥fourfold increased risk of CHD for IDM compared to offspring
of non-diabetic mothers across studies (Oyen et al., 2016).
There was no significant difference between type 1 (insulin-
dependent) and type 2 (insulin-independent) diabetes mellitus
and risk for having a child with CHD. However, according to
recent study of a Danish nationwide cohort of over 2 million
pregnancies, risk increases to nearly eightfold for women with
previous acute diabetes complications compared to mothers
without diabetes (Oyen et al., 2016). Neither maternal age at
diabetes onset nor duration of diabetes were associated with
increased risk. The associated CHD phenotypes are varied, but
there was an increased risk for all CHD subtypes. However,
the highest risk was for cardiac outflow defects, with the
greatest risk for truncus arteriosus and double outflow right
ventricle. Transposition of the great arteries and hypoplastic
left heart also occurred. In terms of cardiac septal defects,
the risk for atrioventricular septal defects (AVSD) was higher
than for atrial or ventricular septal defects (ASD, VSD).
Likewise, gestational diabetes has been shown to confer risk
of heart defects, with a twofold to threefold increased risk
seen for large for gestational age babies (Leirgul et al., 2016).
Overall, all forms of diabetes are a significant risk factor
for all CHD.

The precise nature of the teratogenic effect of diabetes is not
fully understood. However, the association between maternal
diabetes and CHD appears to be centered in the placenta (Huynh
et al., 2015). Structural and functional changes in the placenta
of a diabetic mother are known to occur despite the type of
diabetes and the level of hyperglycemic control. The surface area
of the placenta is increased, particularly in the periphery of the
chorionic villous tree. The trophoblastic basement membrane is
thickened, which increases the diffusion distance between the
maternal and fetal circulations, reducing the rate of nutrient and
waste product transfer. However, there is still an increased rate
of glucose transfer across the placenta, likely due to the altered
maternal-fetal concentration gradient. There is also an overall
increase in placental size in diabetic pregnancies, and babies who
are large for gestational age are at increased risk for CHD.

In spite of the fact that some of the morphological changes
in the placenta occur regardless of the level of maternal
metabolic control, there is a correlation between the level
of maternal hemoglobin A1c (HbA1c) levels and the risk of
CHD (Gardiner et al., 2006). Increased HbA1c is correlated
with a significant increase in myocardial shortening and flow
velocities. This suggests that the etiology of diabetes-associated
CHD is multifactorial, and while the placenta likely plays
an important role, other factors including modifications of
signal transduction pathways that influence cellular function
play an important role. Indeed, maternal diabetes has been
shown to result in inflammation and chronic stress (Radaelli
et al., 2003). Hyperglycemia is also known to alter neural crest
cell migration, which is a critical event in heart development
(Reece, 1999). There may also be a hemodynamic influence
on heart development, as fetal heart function in diabetic

Frontiers in Physiology | www.frontiersin.org 4 June 2018 | Volume 9 | Article 735

https://www.frontiersin.org/journals/Physiology/
https://www.frontiersin.org/
https://www.frontiersin.org/journals/Physiology#articles


fphys-09-00735 June 12, 2018 Time: 16:8 # 5

Maslen Placenta–Heart Interactions

pregnancies may be altered as early as 12–14 weeks of
development (Rizzo et al., 1995). CHD can be induced or
made more severe by altered hemodynamic conditions (Midgett
and Rugonyi, 2014; Midgett et al., 2017). Consequently, it
is likely a complex interplay between many factors that
increase the risk of CHD in the environment of maternal
diabetes.

Maternal Obesity
In keeping with the obesity epidemic, pre-pregnancy obesity has
been on the rise, and an estimated 30% or greater of pregnant
women were obese prior to becoming pregnant (Papachatzi et al.,
2013). This has significant consequences to the health of the
placenta, including an association with maternal hyperleptinemia
and placental leptin resistance, and a decrease in the sodium-
dependent neutral amino acid transporter, SNAT (Farley et al.,
2010). Increased maternal leptin levels were associated with a
down-regulation of leptin receptors in the syncytiotrophoblasts.
This may be evidence of placental leptin resistance, and altered
placental function, including reduced amino acid transport. In
multiple studies, maternal obesity is also associated with placental
lipotoxicity, oxidative stress, and inflammation (Challier et al.,
2008; Roberts et al., 2009; Oliva et al., 2012). A study designed to
identify the molecular basis of these dysfunctions that used RNA-
sequencing on term placenta showed significant transcriptional
differences between placentas from pre-pregnancy obese mothers
compared to controls with pre-pregnancy normal body mass
indices (BMI). Altered transcription was identified for genes
related to lipid metabolism, hormone, and cytokine activity.
There was a concomitant increase in placental lipids, a decrease
in total antioxidant capacity, and a decrease in regulators of
angiogenesis, and increases in markers of inflammation and
oxidative stress (Saben et al., 2014).

In light of evidence that maternal obesity results in placental
dysfunction, there is a likelihood that there may be an
association with CHD in the offspring. However, at this point the
association is circumstantial. Numerous epidemiological studies
have revealed that pre-pregnancy maternal obesity is a risk
factor for structural birth defects, including CHD (Watkins
and Botto, 2001; Cedergren and Kallen, 2003; Gilboa et al.,
2010), but none have yet shown a direct relationship to
placental dysfunction. However, the epidemiological evidence
of a relationship between maternal obesity and CHD is strong.
In one of the largest studies to date, classification of mothers
by BMI showed that overweight women (BMI 25–29) were not
at an increased risk for having a fetus with CHD, whereas
obese women (BMI ≥ 30) had a significantly increased risk
(Mills et al., 2010). Risk further increased with the degree
of obesity, where morbidly obese women (BMI ≥ 40) had a
higher risk than those considered to be simply obese (BMI
30–39). The highest risk forms of CHD in obese women in
both categories were varied and included atrial septal defects,
hypoplastic left heart syndrome, aortic stenosis, pulmonary
stenosis, and tetralogy of Fallot. Further studies are needed to link
the occurrence of CHD with placental dysfunction, and to answer
the vital question if pre-pregnancy weight loss will decrease risk
of CHD.

HYPERTENSIVE DISORDERS OR
PREGNANCY

Preeclampsia is a specific form of placental insufficiency that
threatens the health of both the fetus and the mother. Impaired
vessel formation and/or function in the placenta limits placental
perfusion and transfer of nutrients to the fetus as well as
removal of waste products (Brennan et al., 2014). In the past
few years there have been several registry and population-
based studies seeking to determine if preeclampsia and other
hypertensive disorders during pregnancy are associated with
increased risk for CHD in the offspring. At this point in time
three different studies have concluded that CHD is strongly
associated with preeclampsia. A Norwegian registry-based study
found an association between early-onset preeclampsia and
clinically severe CHD (Brodwall et al., 2016). A separate, but
concurrent study in Canada using hospital discharge records
reported that early onset preeclampsia was associated with both
clinically severe and clinically mild CHD, but the association
was not as strong for late-onset preeclampsia (Auger et al.,
2014). Most recently, a registry-based study from the Danish
Hospital Discharge Register of nearly 2 million pregnancies
found a similar association between all reported forms of
CHD and preeclampsia (Boyd et al., 2017). In this study
the pregnancies were subdivided by those with early preterm
preeclampsia necessitating delivery early than 34 weeks, late
preterm preeclampsia with delivery at 34–36 weeks, and term
preeclampsia with delivery ≥37 weeks. All categories had
an increased risk of CHD, with the greatest risk associated
with early preterm preeclampsia. There was no association
between maternal gestational hypertension and offspring CHD.
Although the percentage risk assessments vary between studies,
it is becoming clear that preeclampsia, particularly early term
(<34 weeks) is associated with risk for CHD.

GENETICALLY TRIGGERED CHD: IS
THERE A PLACENTAL CONTRIBUTION?

Although it is recognized that there is a heart–placenta axis,
study of the functional overlap in genes expressed during the
development of both organs is still incomplete. There are now
numerous genetic mutations that have been shown to cause CHD
in humans, particularly in familial CHD and/or syndromes that
involve CHD as part of the phenotype (Gelb, 2013). In many of
these the mutation is sufficient to cause the heart malformation
as evidenced by mouse models where the mutation is introduced
only into the cardiac lineage. However, what remains under-
explored is if the severity of the heart defect is influenced by
placental insufficiency where the mutation is not restricted to
the heart. To date there are nearly 50 different genes that have
been implicated as genetically associated with CHD in humans
(Yuan et al., 2013). Most of these have been studied as conditional
knockouts in the mouse, with altered gene expression restricted
to cardiac precursors to show that the CHD is not secondary to
other defects. However, most, if not all of the genes that have
been shown to cause CHD in humans are also expressed in the
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placenta. The fetal microenvironment, which is largely controlled
by the placenta, is worthy of consideration in the pathogenesis
of CHD. This is particularly true when a genetic mutation is
the direct underlying cause of CHD, but may also have an
effect on the function of the placenta. For instance, mutations
in CITED2 cause cardiac septal defects and malrotation of the
great arteries, with considerable phenotypic variability amongst
individuals (Sperling et al., 2005). The mutations significantly
reduce the ability of CITED2 to transrepress HIF1A and
coactivate TFAP2C in the developing heart. Dysregulation of
these early signaling pathways disrupt normal cardiovascular
morphogenesis resulting in CHD. However, it is also known that
CITED2 activity is required in trophoblasts for correct capillary
patterning (Moreau et al., 2014). This appears to be mediated
by PDGF signaling and results in abnormalities that are likely
to affect nutrient transport to the fetus. What is not known is
if the CHD-associated mutations affect CITED2 function in the
placenta as well as the heart. The possibility that is mutation-
induced defects in both the heart and placenta remains an
intriguing possibility not only for CITED2, but for other CHD
genes.

An important emerging theme in the genetic basis of CHD is
the role of the primary cilia in heart development and association
of cilia genes with CHD (Koefoed et al., 2014). Primary cilia are
microtubule-based organelles present on the surface of almost
all vertebrate animal cell types. The role of primary cilia is to
respond to intracellular signals, particularly during development
or tissue remodeling. During heart development, primary cilia
are active in the SHF where they respond to sonic hedgehog
signaling. Mutations in cilia component genes give rise to CHD
(Burnicka-Turek et al., 2016), but that same structure is not
present in extraembryonic tissues of the developing placenta
(Bangs et al., 2015). Trophoblast and extraembryonic endoderm
stem cells specifically lack primary cilia, which defines which
cells in the placenta and yolk sac are incapable of responding

to hedgehog signaling. A maternal cilia gene mutation it would
be present in the cells of the maternally derived components of
the decidua basalis. Epiblast-derived cells, such as the endothelial
cells that line the fetal capillaries, could potentially be affected
by the cilia gene mutation. Consequently, the overall impact
on placental function could be significant. This means that
CHD due to defects in cilia genes could have a substantial
impact on placental insufficiency as well as the direct impact
on the SHF. The relative contribution of the placenta on
the nature and severity of the heart defect is worth further
exploration.

A summary of the various placenta-based pathways to CHD is
shown in Table 1.

SILENT CONGENITAL HEART
DEFECTS – MANIFESTATION AS ADULT
DISEASE

It is becoming increasingly recognized that not all CHD is
recognizable at birth or even much later in life. Subtle defects
that are not clinically evident at birth may remain silent for
decades, but quietly increase susceptibility to cardiac disease
with advancing age (Thornburg et al., 2010). This is also true
in adults with recognized CHD where a cardiac defect has been
repaired in infancy or early childhood, yet the person remains
at increased risk for heart disease throughout life (Greutmann
et al., 2015). However, the growing field of Developmental
Origins of Disease further recognizes that clinically silent primary
cardiac insufficiencies may result in an increased predisposition
to cardiovascular disease in adult life. As discussed above,
placental insufficiency can cause clinically significant CHD.
However, this may just be the tip of the iceberg. In one
study, cardiovascular assessment of children with IUGR showed
structural and functional differences when compared to children

TABLE 1 | A summary of pathways, genes, and other factors that affect the fetal environment, the site of primary action, and the outcome of in terms of CHD.

Affected element Primary site of action Outcome

Placenta Placenta + Heart Mother to placenta

Wnt/β-catenin
√

CHD, multiple forms

Folate/MTHFR
√

Preeclampsia

Glucocorticoids
√

IUGR
√

IUGR, Reduced cardiac function

MAP Kinase
√

CHD, multiple forms

PPARs
√

CHD, multiple forms

Hoxa13
√

Thin cardiac ventricular wall

SENP2
√

Hypoplastic heart chamber, thin cardiac ventricular wall, absent AV cushions

Hypoxia/VEGF
√

Multiple cardiac septal defects, outflow tract defects, right ventricle anomalies,
thin ventricular wall

Maternal Diabetes
√

Outflow tract and cardiac septal defects

Maternal Obesity ? Atrial septal defects, hypoplastic left heart, aortic stenosis, pulmonary stenosis,
tetralogy of Fallot

Preeclampsia
√

CHD, multiple forms

CITED2
√

Cardiac septal defects, malrotation of the great arteries

Primary Cilia Genes
√

Cardiac septal defects
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with normal intrauterine growth (Crispi et al., 2010). Although
some of these changes may occur postnatally, it is likely that the
deficiencies had fetal origins. In particular, the IUGR children
had some alterations of the shape of the heart with increased
transversal diameters and more globular ventricles. They had
a significantly reduced stroke volume, which was compensated
for by increased heart rate to maintain output. They also had
higher blood pressure and increased intima-medial thickness.
The level of cardiovascular alterations correlated with the severity
of IUGR. Although yet to be proven, this suggests that this silent
CHD in IUGR children could congenitally predispose them to
cardiovascular disease later in life. This correlates with numerous
epidemiological studies showing that fetuses exposed to hypoxic
or non-hypoxic placental insufficiency as suggested by low birth
weight are more likely to have cardiovascular disease as adults
(Thornburg et al., 2010).

CONCLUSION

It has long been recognized that CHD is a complex trait with
contributions from genetics, epigenetics, and environmental
factors. It is clear from studies of families with Mendelian
inheritance of CHD that it can be caused by single gene
defects. It is equally clear from a combination of human and
animal model studies that placental insufficiency alone can
cause CHD. What is not so evident is how the interaction
between genetic defects and placental insufficiency alters heart
development and how that interaction contributes to CHD.
Given the coordinated development of the placenta and the
heart, and the placenta–heart genetic axis, there is considerable

potential for contributions of primary defects from both the heart
and placenta to have a major impact on the outcome of CHD. In
particular, if there is a mutation in a gene that is involved in both
heart and placenta development, there may be a synergistic effect
that has its largest consequence on the heart.

Regardless of genetic underpinnings there are many other
factors that can influence heart development and it is likely that
for the most part CHD is a complex trait that has multifactorial
origins. Maternal health is certainly a key factor that can
significantly impact placental and fetal health. Common themes
are emerging as to the underlying mechanisms of placental
dysfunction, despite of the initiating cause. Inflammation and
oxidative stress seem to be recurring downstream effects in
placental dysfunction, often coupled with a multitude of other
alterations such as changes in signal transduction profiles
affecting vasculogenesis, cell migration, and a number of other
key elements of development. However, the placenta remains
central to all of these events and has a clear role in heart
development and the pathogenesis of CHD.

The full range of CHD, including clinically silent defects,
may be greater than previously recognized and much may be
attributable to placental insufficiency. Even a small impact on
placental function may have a synergistic effect on an already
compromised fetus thereby increasing the severity of the heart
defect, which remains an open issue in the field.

AUTHOR CONTRIBUTIONS

The author confirms being the sole contributor of this work and
approved it for publication.

REFERENCES
Adams, R. H., Porras, A., Alonso, G., Jones, M., Vintersten, K., Panelli, S., et al.

(2000). Essential role of p38alpha MAP kinase in placental but not embryonic
cardiovascular development. Mol. Cell 6, 109–116. doi: 10.1016/S1097-2765(05)
00014-6

Andersen, T. A., Troelsen Kde, L., and Larsen, L. A. (2014). Of mice and men:
molecular genetics of congenital heart disease. Cell Mol. Life. Sci. 71, 1327–1352.
doi: 10.1007/s00018-013-1430-1

Araujo Junior, E., Palma-Dias, R., Martins, W. P., Reidy, K., and Da Silva Costa, F.
(2015). Congenital heart disease and adverse perinatal outcome in fetuses with
confirmed isolated single functioning umbilical artery. J. Obstet. Gynaecol. 35,
85–87. doi: 10.3109/01443615.2014.935720

Auger, N., Vecchiato, L., Naimi, A. I., Costopoulos, A., and Fraser, W. D. (2014).
Stillbirth rates among haitians in Canada. Paediatr. Perinat. Epidemiol. 28,
333–337. doi: 10.1111/ppe.12126

Bangs, F. K., Schrode, N., Hadjantonakis, A. K., and Anderson, K. V. (2015).
Lineage specificity of primary cilia in the mouse embryo. Nat. Cell Biol. 17,
113–122. doi: 10.1038/ncb3091

Barak, Y., Nelson, M. C., Ong, E. S., Jones, Y. Z., Ruiz-Lozano, P., Chien, K. R.,
et al. (1999). PPAR gamma is required for placental, cardiac, and adipose tissue
development. Mol. Cell 4, 585–595. doi: 10.1016/S1097-2765(00)80209-9

Boyd, H. A., Basit, S., Behrens, I., Leirgul, E., Bundgaard, H., Wohlfahrt, J., et al.
(2017). Association between fetal congenital heart defects and maternal risk
of hypertensive disorders of pregnancy in the same pregnancy and across
pregnancies. Circulation 136, 39–48. doi: 10.1161/CIRCULATIONAHA.116.
024600

Brennan, L. J., Morton, J. S., and Davidge, S. T. (2014). Vascular dysfunction in
preeclampsia. Microcirculation 21, 4–14. doi: 10.1111/micc.12079

Brodwall, K., Leirgul, E., Greve, G., Vollset, S. E., Holmstrom, H., Tell, G. S.,
et al. (2016). Possible common aetiology behind maternal preeclampsia and
congenital heart defects in the child: a cardiovascular diseases in norway project
study. Paediatr. Perinat. Epidemiol. 30, 76–85. doi: 10.1111/ppe.12252

Burd, L., Deal, E., Rios, R., Adickes, E., Wynne, J., and Klug, M. G. (2007).
Congenital heart defects and fetal alcohol spectrum disorders. Congenit. Heart
Dis. 2, 250–255. doi: 10.1111/j.1747-0803.2007.00105.x

Burnicka-Turek, O., Steimle, J. D., Huang, W., Felker, L., Kamp, A., Kweon, J.,
et al. (2016). Cilia gene mutations cause atrioventricular septal defects by
multiple mechanisms. Hum. Mol. Genet. 25, 3011–3028. doi: 10.1093/hmg/dd
w155

Cedergren, M. I., and Kallen, B. A. (2003). Maternal obesity and infant heart
defects. Obes. Res. 11, 1065–1071. doi: 10.1038/oby.2003.146

Cetin, I., and Antonazzo, P. (2009). The role of the placenta in intrauterine growth
restriction (IUGR). Z. Geburtshilfe Neonatol. 213, 84–88. doi: 10.1055/s-0029-
1224143

Challier, J. C., Basu, S., Bintein, T., Minium, J., Hotmire, K., Catalano, P. M.,
et al. (2008). Obesity in pregnancy stimulates macrophage accumulation and
inflammation in the placenta. Placenta 29, 274–281. doi: 10.1016/j.placenta.
2007.12.010

Chen, K., Akoma, U., Anderson, A., Mertz, H., and Quartermain, M. D. (2016).
Prenatally diagnosed single umbilical artery: The role and relationship of
additional risk factors in the fetus for congenital heart disease. J. Clin.
Ultrasound 44, 113–117. doi: 10.1002/jcu.22283

Cohen, E., Wong, F. Y., Horne, R. S., and Yiallourou, S. R. (2016). Intrauterine
growth restriction: impact on cardiovascular development and function
throughout infancy. Pediatr. Res. 79, 821–830. doi: 10.1038/pr.2016.24

Crispi, F., Bijnens, B., Figueras, F., Bartrons, J., Eixarch, E., Le Noble, F., et al.
(2010). Fetal growth restriction results in remodeled and less efficient hearts in

Frontiers in Physiology | www.frontiersin.org 7 June 2018 | Volume 9 | Article 735

https://doi.org/10.1016/S1097-2765(05)00014-6
https://doi.org/10.1016/S1097-2765(05)00014-6
https://doi.org/10.1007/s00018-013-1430-1
https://doi.org/10.3109/01443615.2014.935720
https://doi.org/10.1111/ppe.12126
https://doi.org/10.1038/ncb3091
https://doi.org/10.1016/S1097-2765(00)80209-9
https://doi.org/10.1161/CIRCULATIONAHA.116.024600
https://doi.org/10.1161/CIRCULATIONAHA.116.024600
https://doi.org/10.1111/micc.12079
https://doi.org/10.1111/ppe.12252
https://doi.org/10.1111/j.1747-0803.2007.00105.x
https://doi.org/10.1093/hmg/ddw155
https://doi.org/10.1093/hmg/ddw155
https://doi.org/10.1038/oby.2003.146
https://doi.org/10.1055/s-0029-1224143
https://doi.org/10.1055/s-0029-1224143
https://doi.org/10.1016/j.placenta.2007.12.010
https://doi.org/10.1016/j.placenta.2007.12.010
https://doi.org/10.1002/jcu.22283
https://doi.org/10.1038/pr.2016.24
https://www.frontiersin.org/journals/Physiology/
https://www.frontiersin.org/
https://www.frontiersin.org/journals/Physiology#articles


fphys-09-00735 June 12, 2018 Time: 16:8 # 8

Maslen Placenta–Heart Interactions

children. Circulation 121, 2427–2436. doi: 10.1161/CIRCULATIONAHA.110.
937995

Dor, Y., Camenisch, T. D., Itin, A., Fishman, G. I., Mcdonald, J. A., Carmeliet, P.,
et al. (2001). A novel role for VEGF in endocardial cushion formation
and its potential contribution to congenital heart defects. Development 128,
1531–1538.

Farley, D. M., Choi, J., Dudley, D. J., Li, C., Jenkins, S. L., Myatt, L., et al. (2010).
Placental amino acid transport and placental leptin resistance in pregnancies
complicated by maternal obesity. Placenta 31, 718–724. doi: 10.1016/j.placenta.
2010.06.006

Gardiner, H. M., Pasquini, L., Wolfenden, J., Kulinskaya, E., Li, W., and Henein, M.
(2006). Increased periconceptual maternal glycated haemoglobin in diabetic
mothers reduces fetal long axis cardiac function. Heart 92, 1125–1130.
doi: 10.1136/hrt.2005.076885

Gelb, B. D. (2013). Recent advances in understanding the genetics of
congenital heart defects. Curr. Opin. Pediatr. 25, 561–566. doi: 10.1097/MOP.
0b013e3283648826

Gessert, S., and Kuhl, M. (2010). The multiple phases and faces of wnt signaling
during cardiac differentiation and development. Circ. Res. 107, 186–199. doi:
10.1161/CIRCRESAHA.110.221531

Gilboa, S. M., Correa, A., Botto, L. D., Rasmussen, S. A., Waller, D. K., Hobbs,
C. A., et al. (2010). Association between prepregnancy body mass index and
congenital heart defects. Am. J. Obstet. Gynecol. 202, 51.e1–51.e10. doi: 10.1016/
j.ajog.2009.08.005

Greutmann, M., Tobler, D., Kovacs, A. H., Greutmann-Yantiri, M., Haile, S. R.,
Held, L., et al. (2015). Increasing mortality burden among adults with complex
congenital heart disease. Congenit. Heart Dis. 10, 117–127. doi: 10.1111/chd.
12201

Hemberger, M., and Cross, J. C. (2001). Genes governing placental development.
Trends Endocrinol. Metab. 12, 162–168. doi: 10.1016/S1043-2760(01)00375-7

Huynh, J., Dawson, D., Roberts, D., and Bentley-Lewis, R. (2015). A systematic
review of placental pathology in maternal diabetes mellitus. Placenta 36, 101–
114. doi: 10.1016/j.placenta.2014.11.021

Jones, H. N., Olbrych, S. K., Smith, K. L., Cnota, J. F., Habli, M., Ramos-
Gonzales, O., et al. (2015). Hypoplastic left heart syndrome is associated
with structural and vascular placental abnormalities and leptin dysregulation.
Placenta 36, 1078–1086. doi: 10.1016/j.placenta.2015.08.003

Kasznica, J., Carlson, J. A., and Coppedge, D. (1991). Ectrodactyly, retrognathism,
abnormal ears, highly arched palate, spina bifida, congenital heart defect, single
umbilical artery. Am. J. Med. Genet. 40, 414–416. doi: 10.1002/ajmg.132040
0406

Khoury, M. J., Erickson, J. D., Cordero, J. F., and Mccarthy, B. J. (1988).
Congenital malformations and intrauterine growth retardation: a population
study. Pediatrics 82, 83–90.

Kingdom, J., Huppertz, B., Seaward, G., and Kaufmann, P. (2000). Development of
the placental villous tree and its consequences for fetal growth. Eur. J. Obstet.
Gynecol. Reprod. Biol. 92, 35–43. doi: 10.1016/S0301-2115(00)00423-1

Koefoed, K., Veland, I. R., Pedersen, L. B., Larsen, L. A., and Christensen, S. T.
(2014). Cilia and coordination of signaling networks during heart development.
Organogenesis 10, 108–125. doi: 10.4161/org.27483

Krauss, R. S., and Hong, M. (2016). Gene-environment interactions and the
etiology of birth defects. Curr. Top. Dev. Biol 116, 569–580. doi: 10.1016/bs.
ctdb.2015.12.010

Leirgul, E., Brodwall, K., Greve, G., Vollset, S. E., Holmstrom, H., Tell, G. S., et al.
(2016). Maternal diabetes, birth weight, and neonatal risk of congenital heart
defects in Norway, 1994-2009. Obstet. Gynecol. 128, 1116–1125. doi: 10.1097/
AOG.0000000000001694

Li, P., Cavallero, S., Gu, Y., Chen, T. H., Hughes, J., Hassan, A. B., et al. (2011).
IGF signaling directs ventricular cardiomyocyte proliferation during embryonic
heart development. Development 138, 1795–1805. doi: 10.1242/dev.054338

Linask, K. K. (2013). The heart-placenta axis in the first month of pregnancy:
induction and prevention of cardiovascular birth defects. J. Pregnancy
2013:320413. doi: 10.1155/2013/320413

Loffredo, C. A., Wilson, P. D., and Ferencz, C. (2001). Maternal diabetes: an
independent risk factor for major cardiovascular malformations with increased
mortality of affected infants. Teratology 64, 98–106. doi: 10.1002/tera.1051

Mamasoula, C., Prentice, R. R., Pierscionek, T., Pangilinan, F., Mills, J. L.,
Druschel, C., et al. (2013). Association between C677T polymorphism of

methylene tetrahydrofolate reductase and congenital heart disease: meta-
analysis of 7697 cases and 13,125 controls. Circ. Cardiovasc. Genet. 6, 347–353.
doi: 10.1161/CIRCGENETICS.113.000191

Maruyama, E. O., Lin, H., Chiu, S. Y., Yu, H. M., Porter, G. A., and Hsu, W. (2016).
Extraembryonic but not embryonic SUMO-specific protease 2 is required for
heart development. Sci. Rep. 6:20999. doi: 10.1038/srep20999

Midgett, M., and Rugonyi, S. (2014). Congenital heart malformations induced
by hemodynamic altering surgical interventions. Front. Physiol. 5:287.
doi: 10.3389/fphys.2014.00287

Midgett, M., Thornburg, K., and Rugonyi, S. (2017). Blood flow patterns underlie
developmental heart defects. Am. J. Physiol. Heart Circ. Physiol. 312, H632–
H642. doi: 10.1152/ajpheart.00641.2016

Mills, J. L., Troendle, J., Conley, M. R., Carter, T., and Druschel, C. M. (2010).
Maternal obesity and congenital heart defects: a population-based study. Am.
J. Clin. Nutr. 91, 1543–1549. doi: 10.3945/ajcn.2009.28865

Miquerol, L., and Kelly, R. G. (2013). Organogenesis of the vertebrate heart. Wiley
Interdiscip. Rev. Dev. Biol. 2, 17–29. doi: 10.1002/wdev.68

Moreau, J. L., Artap, S. T., Shi, H., Chapman, G., Leone, G., Sparrow, D. B.,
et al. (2014). Cited2 is required in trophoblasts for correct placental capillary
patterning. Dev. Biol. 392, 62–79. doi: 10.1016/j.ydbio.2014.04.023

Nakayama, D., Masuzaki, H., Yoshimura, S., Moriyama, S., and Ishimaru, T. (1998).
Monozygotic twins discordant for single umbilical artery and congenital heart
disease. Am. J. Obstet. Gynecol. 179, 256–257. doi: 10.1016/S0002-9378(98)
70281-9

Oliva, K., Barker, G., Riley, C., Bailey, M. J., Permezel, M., Rice, G. E., et al. (2012).
The effect of pre-existing maternal obesity on the placental proteome: two-
dimensional difference gel electrophoresis coupled with mass spectrometry.
J. Mol. Endocrinol. 48, 139–149. doi: 10.1530/JME-11-0123

Oyen, N., Diaz, L. J., Leirgul, E., Boyd, H. A., Priest, J., Mathiesen, E. R.,
et al. (2016). Prepregnancy diabetes and offspring risk of congenital heart
disease: a nationwide cohort study. Circulation 133, 2243–2253. doi: 10.1161/
CIRCULATIONAHA.115.017465

Papachatzi, E., Dimitriou, G., Dimitropoulos, K., and Vantarakis, A. (2013). Pre-
pregnancy obesity: maternal, neonatal and childhood outcomes. J. Neonatal
Perinatal Med. 6, 203–216. doi: 10.3233/NPM-1370313

Prefumo, F., Guven, M. A., and Carvalho, J. S. (2010). Single umbilical artery
and congenital heart disease in selected and unselected populations. Ultrasound
Obstet. Gynecol. 35, 552–555. doi: 10.1002/uog.7642

Radaelli, T., Varastehpour, A., Catalano, P., and Hauguel-De Mouzon, S.
(2003). Gestational diabetes induces placental genes for chronic stress and
inflammatory pathways. Diabetes Metab. Res. Rev. 52, 2951–2958. doi: 10.2337/
diabetes.52.12.2951

Reece, E. A. (1999). Maternal fuels, diabetic embryopathy: pathomechanisms
and prevention. Semin. Reprod. Endocrinol. 17, 183–194. doi: 10.1055/s-2007-
1016225

Rizzo, G., Arduini, D., Capponi, A., and Romanini, C. (1995). Cardiac and
venous blood flow in fetuses of insulin-dependent diabetic mothers: evidence
of abnormal hemodynamics in early gestation. Am. J. Obstet. Gynecol. 173,
1775–1781. doi: 10.1016/0002-9378(95)90426-3

Roberts, V. H., Smith, J., Mclea, S. A., Heizer, A. B., Richardson, J. L., and Myatt, L.
(2009). Effect of increasing maternal body mass index on oxidative and nitrative
stress in the human placenta. Placenta 30, 169–175. doi: 10.1016/j.placenta.
2008.11.019

Saben, J., Lindsey, F., Zhong, Y., Thakali, K., Badger, T. M., Andres, A., et al. (2014).
Maternal obesity is associated with a lipotoxic placental environment. Placenta
35, 171–177. doi: 10.1016/j.placenta.2014.01.003

Shaut, C. A., Keene, D. R., Sorensen, L. K., Li, D. Y., and Stadler, H. S. (2008).
HOXA13 Is essential for placental vascular patterning and labyrinth endothelial
specification. PLoS Genet. 4:e1000073. doi: 10.1371/journal.pgen.100
0073

Shen, H., Cavallero, S., Estrada, K. D., Sandovici, I., Kumar, S. R., Makita, T.,
et al. (2015). Extracardiac control of embryonic cardiomyocyte proliferation
and ventricular wall expansion. Cardiovasc. Res. 105, 271–278. doi: 10.1093/cvr/
cvu269

Sperling, S., Grimm, C. H., Dunkel, I., Mebus, S., Sperling, H. P., Ebner, A., et al.
(2005). Identification and functional analysis of CITED2 mutations in patients
with congenital heart defects. Hum. Mutat. 26, 575–582. doi: 10.1002/humu.
20262

Frontiers in Physiology | www.frontiersin.org 8 June 2018 | Volume 9 | Article 735

https://doi.org/10.1161/CIRCULATIONAHA.110.937995
https://doi.org/10.1161/CIRCULATIONAHA.110.937995
https://doi.org/10.1016/j.placenta.2010.06.006
https://doi.org/10.1016/j.placenta.2010.06.006
https://doi.org/10.1136/hrt.2005.076885
https://doi.org/10.1097/MOP.0b013e3283648826
https://doi.org/10.1097/MOP.0b013e3283648826
https://doi.org/10.1161/CIRCRESAHA.110.221531
https://doi.org/10.1161/CIRCRESAHA.110.221531
https://doi.org/10.1016/j.ajog.2009.08.005
https://doi.org/10.1016/j.ajog.2009.08.005
https://doi.org/10.1111/chd.12201
https://doi.org/10.1111/chd.12201
https://doi.org/10.1016/S1043-2760(01)00375-7
https://doi.org/10.1016/j.placenta.2014.11.021
https://doi.org/10.1016/j.placenta.2015.08.003
https://doi.org/10.1002/ajmg.1320400406
https://doi.org/10.1002/ajmg.1320400406
https://doi.org/10.1016/S0301-2115(00)00423-1
https://doi.org/10.4161/org.27483
https://doi.org/10.1016/bs.ctdb.2015.12.010
https://doi.org/10.1016/bs.ctdb.2015.12.010
https://doi.org/10.1097/AOG.0000000000001694
https://doi.org/10.1097/AOG.0000000000001694
https://doi.org/10.1242/dev.054338
https://doi.org/10.1155/2013/320413
https://doi.org/10.1002/tera.1051
https://doi.org/10.1161/CIRCGENETICS.113.000191
https://doi.org/10.1038/srep20999
https://doi.org/10.3389/fphys.2014.00287
https://doi.org/10.1152/ajpheart.00641.2016
https://doi.org/10.3945/ajcn.2009.28865
https://doi.org/10.1002/wdev.68
https://doi.org/10.1016/j.ydbio.2014.04.023
https://doi.org/10.1016/S0002-9378(98)70281-9
https://doi.org/10.1016/S0002-9378(98)70281-9
https://doi.org/10.1530/JME-11-0123
https://doi.org/10.1161/CIRCULATIONAHA.115.017465
https://doi.org/10.1161/CIRCULATIONAHA.115.017465
https://doi.org/10.3233/NPM-1370313
https://doi.org/10.1002/uog.7642
https://doi.org/10.2337/diabetes.52.12.2951
https://doi.org/10.2337/diabetes.52.12.2951
https://doi.org/10.1055/s-2007-1016225
https://doi.org/10.1055/s-2007-1016225
https://doi.org/10.1016/0002-9378(95)90426-3
https://doi.org/10.1016/j.placenta.2008.11.019
https://doi.org/10.1016/j.placenta.2008.11.019
https://doi.org/10.1016/j.placenta.2014.01.003
https://doi.org/10.1371/journal.pgen.1000073
https://doi.org/10.1371/journal.pgen.1000073
https://doi.org/10.1093/cvr/cvu269
https://doi.org/10.1093/cvr/cvu269
https://doi.org/10.1002/humu.20262
https://doi.org/10.1002/humu.20262
https://www.frontiersin.org/journals/Physiology/
https://www.frontiersin.org/
https://www.frontiersin.org/journals/Physiology#articles


fphys-09-00735 June 12, 2018 Time: 16:8 # 9

Maslen Placenta–Heart Interactions

Thornburg, K. L., O’tierney, P. F., and Louey, S. (2010). Review: The placenta is
a programming agent for cardiovascular disease. Placenta 31(Suppl.), S54–S59.
doi: 10.1016/j.placenta.2010.01.002

van der Bom, T., Zomer, A. C., Zwinderman, A. H., Meijboom, F. J.,
Bouma, B. J., and Mulder, B. J. (2011). The changing epidemiology of
congenital heart disease. Nat. Rev. Cardiol. 8, 50–60. doi: 10.1038/nrcardio.201
0.166

Watkins, M. L., and Botto, L. D. (2001). Maternal prepregnancy weight and
congenital heart defects in offspring. Epidemiology 12, 439–446. doi: 10.1097/
00001648-200107000-00014

Wyrwoll, C. S., Noble, J., Thomson, A., Tesic, D., Miller, M. R., Rog-Zielinska, E. A.,
et al. (2016). Pravastatin ameliorates placental vascular defects, fetal growth, and
cardiac function in a model of glucocorticoid excess. Proc. Natl. Acad. Sci. U.S.A.
113, 6265–6270. doi: 10.1073/pnas.1520356113

Yadav, U., Kumar, P., Yadav, S. K., Mishra, O. P., and Rai, V. (2015). Polymorphisms
in folate metabolism genes as maternal risk factor for neural tube defects: an
updated meta-analysis. Metab. Brain Dis. 30, 7–24. doi: 10.1007/s11011-014-
9575-7

Yuan, S., Zaidi, S., and Brueckner, M. (2013). Congenital heart disease: emerging
themes linking genetics and development. Curr. Opin. Genet. Dev. 23, 352–359.
doi: 10.1016/j.gde.2013.05.004

Yuan, X., Qi, H., Li, X., Wu, F., Fang, J., Bober, E., et al. (2017). Disruption
of spatiotemporal hypoxic signaling causes congenital heart disease in mice.
J. Clin. Invest. 127, 2235–2248. doi: 10.1172/JCI88725

Zun, Z., Zaharchuk, G., Andescavage, N. N., Donofrio, M. T., and
Limperopoulos, C. (2017). Non-invasive placental perfusion imaging in
pregnancies complicated by fetal heart disease using velocity-selective arterial
spin labeled MRI. Sci. Rep. 7:16126. doi: 10.1038/s41598-017-16461-8

Conflict of Interest Statement: The author declares that the research was
conducted in the absence of any commercial or financial relationships that could
be construed as a potential conflict of interest.

The handling Editor declared a shared affiliation, though no other collaboration,
with the author CM.

Copyright © 2018 Maslen. This is an open-access article distributed under the terms
of the Creative Commons Attribution License (CC BY). The use, distribution or
reproduction in other forums is permitted, provided the original author(s) and the
copyright owner are credited and that the original publication in this journal is cited,
in accordance with accepted academic practice. No use, distribution or reproduction
is permitted which does not comply with these terms.

Frontiers in Physiology | www.frontiersin.org 9 June 2018 | Volume 9 | Article 735

https://doi.org/10.1016/j.placenta.2010.01.002
https://doi.org/10.1038/nrcardio.2010.166
https://doi.org/10.1038/nrcardio.2010.166
https://doi.org/10.1097/00001648-200107000-00014
https://doi.org/10.1097/00001648-200107000-00014
https://doi.org/10.1073/pnas.1520356113
https://doi.org/10.1007/s11011-014-9575-7
https://doi.org/10.1007/s11011-014-9575-7
https://doi.org/10.1016/j.gde.2013.05.004
https://doi.org/10.1172/JCI88725
https://doi.org/10.1038/s41598-017-16461-8
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/Physiology/
https://www.frontiersin.org/
https://www.frontiersin.org/journals/Physiology#articles

	Recent Advances in Placenta–Heart Interactions
	Introduction
	The Placenta–Heart Genetic Axis
	Chd as a Secondary Defect to Placental Insufficiency
	Hypoxia
	Chronic Diseases
	Diabetes
	Maternal Obesity

	Hypertensive Disorders or Pregnancy
	Genetically Triggered Chd: Is There a Placental Contribution?
	Silent Congenital Heart Defects – Manifestation as Adult Disease
	Conclusion
	Author Contributions
	References


