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Abstract: Birth weight is associated with cardiovascular disease, with those at both ends of the
spectrum at increased risk. However, birth weight is a crude surrogate of fetal growth. Measures of
body composition may more accurately identify high risk infants. We aimed to determine whether
aortic wall thickening, cardiac autonomic control, and cardiac structure/function differ in newborns
with high or low body fatness compared to those with average body fatness. 189 healthy singleton
term born neonates were recruited and stratified by body fat percentiles (sex and gestation-specific).
Infants with low body fat had higher aortic intima-media thickness (43 um (95% confidence interval
(CI) 7,78), p = 0.02), lower heart rate variability (log total power, —0.5 (95% CI —0.8, —0.1), p = 0.008),
and thicker ventricular walls (posterior wall thickness, 3.1 mm (95% CI 1.6, 4.6), p < 0.001) compared
to infants with average body fatness. Infants with high body fat showed no differences in aortic
intima-media thickness (—2 um (95% CI —37, 33), p = 0.91) or cardiac structure compared to average
body fatness, although stroke volume (—0.3 mL/kg (95% CI —0.6, —0.0), p = 0.003) and heart
rate variability were lower (log total power, —0.8 (95% CI —1.1, —0.5), p < 0.001). The non-linear
association of body fatness with heart rate variability was independent of birth weight. Infants born
with low or high body fat have altered markers of cardiovascular health. Assessment of body fatness
alongside birth weight may assist in identifying high risk individuals.

Keywords: newborn body fatness; cardiovascular disease; aortic intima-media thickness; autonomic
function; cardiac structure; cardiac function

1. Introduction

Cardiovascular disease is the leading cause of death globally [1]. There is an extensive and
consistent body of epidemiologic evidence supporting an association of birth weight with risk of adult
cardiovascular disease, such that those at the lowest and highest birth weights are at highest risk [2-5].
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Although cardiovascular disease presents clinically in adult life, the underlying disease processes
commence in early life, can be modified by putative early life risk factors, and can be assessed
using non-invasive techniques [6,7]. For example, small for gestational age newborns have increased
aortic intima-media thickness (IMT), an age-appropriate marker of severity of the early stages of
atherosclerosis [8]. Furthermore, changes in cardiac morphology and subtle impairments of cardiac
function are present in newborns with fetal growth restriction, which persist through until at least
late adolescence [9,10]. Underlying mechanisms may involve modification of the sympathetic and
parasympathetic branches of the autonomic nervous system, which act together to regulate blood
pressure and cardiovascular function starting in fetal life. Indeed, a number of studies show altered
cardiac autonomic control, across the life course in people born small for gestational age [11,12].

Most evidence thus far has used birth weight as a surrogate marker of fetal growth and nutrition.
However, birth weight is a crude measure of fetal growth, and is unable to differentiate constitutionally
small infants who have met their genetic growth potential, from infants of the same weight but
with pathological fetal growth restriction. Similarly, those who are large for gestational age may be
either constitutionally or disproportionately large. It has been proposed that it is particularly those
with restricted or excessive intrauterine growth who are at increased risk of adult cardiovascular
disease [13]. One possible means by which to quantify newborn body composition is through the
amount of lean and fat mass. Newborn lean mass primarily reflects genetic and familial determinants
such as parental size [14], whereas fat mass is more variable, and likely relates to the intrauterine
environment, particularly during the final trimester [14-16].

Accordingly, we sought to determine whether aortic IMT, cardiac autonomic control and cardiac
structure and function differ in newborns with high or low body fatness, when compared to those
with average body fatness. Furthermore, we sought to determine whether body fatness is a better
predictor than birth weight of any such alterations.

2. Methods

2.1. Participants

Infants were recruited from the postnatal wards and the neonatal unit at the Royal Prince Alfred
Hospital, Sydney. Eligible subjects were well singleton newborns between 37 and 42 completed
weeks gestation that had undergone routine body composition measurements. Exclusions were
major congenital abnormalities and ongoing need for respiratory support. Recruitment was stratified
according to published gestation and sex specific body fat percentiles (<10th, >10th to <25th, >25th to
<50th, >50th to <75th, >75th to <90th, >90th) [17], with an approximate sex-balance in each group.
Gestational age was calculated from first trimester ultrasounds. Recruitment details and participant
flow is shown in Supplemental Figure S1.

This study was conducted in accordance with the Declaration of Helsinki and the protocol
was approved by the Sydney Local Health District ethics committee (protocol X14-0356 &
HREC/14/RPAH/478). Participation was voluntary, and informed consent was obtained from
all parents.

2.2. Body Composition and Anthropometry

Body composition was measured in infants in the first 24 h postpartum using air-displacement
plethysmography (PEA POD®, COSMED Inc., Chicago, IL, USA), as part of their routine clinical
management. Air-displacement plethysmography accurately measures body volume, and thus body
density, which can be used to calculate fat mass and fat-free mass [18-20]. Birth weight, length and head
circumference were measured as part of routine practice. Weight was measured with the integrated
PEA POD® scales to the nearest gram, head circumference using disposable infant paper tapes to
0.1 cm, and length to the nearest 0.1 cm (Easy-Glide Bearing Infantometer, Perspective Enterprises,
Portage, MI, USA).
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2.3. Maternal and Infant Demographics

Demographic data, health status, pregnancy and delivery details on mothers and newborns were
collected directly from mothers using standardised questionnaires and medical records.

2.4. Aortic Intima-Media Thickness

The abdominal aorta was imaged by ultrasound (EPIQ 5, Philips Medical Systems, Bothell, WA,
USA), with a high-frequency linear probe (18-5 MHz). The image was optimised to focus on the
dorsal wall of a straight, non-branching segment. Aortic IMT was measured offline using validated
semi-automated edge-detection software (Carotid Analyzer, Medical Imaging Applications, Coralville,
IA, USA) by a blinded observer (Y.K.). Maximum aortic IMT was calculated as the average of maximum
thickness from a minimum of 3 analyzed frames, and was our primary outcome given the relevance
of this measure to the pathophysiology of early atherosclerosis, particularly the focal nature of early
lesions [8,21,22]. Analyses of 20 randomly selected scans were repeated by same observer at least one
month apart, with intra-class correlations of 0.91 (mean IMT) and 0.90 (maximum IMT).

2.5. Heart Rate Variability

A 3-lead electrocardiogram (ECG) was recorded continuously for 15 min whilst the infants
were sleeping in a supine position. The ECG analogue output was digitised at 500 Hz and acquired
(Powerlab, ADInstruments, Sydney, Australia). Infant behaviour was observed closely. Any periods
of wakeful activity were noted, and these periods removed from subsequent analysis. Analysis of
heart rate and heart rate variability (HRV) were performed using LabChart (HRV 1 module, version 7,
ADInstruments, Sydney, Australia) on up to three (average 2.75) R-R interval epochs of exactly 4 min.
Peak detection on ECG was used to create RR sequences. Time domain measures of HRV included
the standard deviation of the normal-to-normal (NN) RR intervals as a measure of overall variability
(SDNN), and two short-term measures: standard deviation of change in successive NN intervals
(SDANN), and the root mean square of successive differences in NN interval (RMSSD) [23]. Spectral
bands for frequency domain analysis of HRV were investigated in the range of 0 tol.1 Hz: low
frequency at 0.04 to 0.15 Hz, and high frequency at 0.15 to 1.1 Hz [24]. The high frequency band was
based on respiratory rates of 0.5 to 1 Hz [24]. VLF was not determined due to the short sampling times.

2.6. Cardiac Ultrasound

Two-dimensional cardiac ultrasound was performed with a Philips EPIQ 5 and S12-4 Phased
Sector Array transducer using a standardised protocol, from day 2 after birth to allow for postpartum
cardiovascular transition. Images were stored and blinded offline analysis performed with Xcelera
software V (Philips Medical Systems, Veenpluis, The Netherlands). Detailed cardiac ultrasound
methods are described in Supplementary Materials. Blinded analyses were performed on two separate
occasions at least one month apart for 20 randomly selected participants to determine intra-observer
variability. Intra-class correlations ranged from 0.75 to 0.98 (Supplemental Table S1).

2.7. Statistical Analysis

Continuous data are expressed as mean (SD) and categorical data as n (%). Data were tested
visually for normality, and log transformations applied as required. Log transformed data are presented
as the median (interquartile range). Maximum aortic IMT was our prespecified primary outcome, with
the primary analysis being multivariable linear regression to compare high body fat ((HBF) > 90th
percentile) and low body fat ((LBF) < 10th percentile) infants with average body fatness (>25th to
<75th percentile). An a priori power calculation indicated that 30 LBF infants and 40 average BF infants,
would provide 83% power to detect a difference in aortic IMT of 50 um, assuming standard deviation
of 70, at 2p < 0.05. Post hoc analysis was undertaken to directly compare the high body fat and low
body fat infants. Chi-Square tests were utilised for categorical data. Nonlinear associations were
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determined by use of quadratic terms in multivariable regression models that included participants
across the entire body fat spectrum, adjusted for birth weight. Statistical significance was inferred at
2p < 0.05. Statistical analysis was performed using IBM SPSS Statistics for Windows, version 23 (IBM
Corp., Armonk, NY, USA).

3. Results

3.1. Participant Characteristics

Mothers of infants with LBF were more likely to identify as South Asian, and less likely as
Caucasian, compared to mothers of infants with average body fatness. Maternal body mass index was
higher in mothers who gave birth to infants with HBE, who were also more like to deliver by caesarean
section (Table 1). The prevalence of maternal smoking and gestational diabetes did not differ between
test groups.

Table 1. Maternal and infant characteristics.

Low BF vs. High BFvs.  Low BF vs.
Average BF  Low BF Average BF  High BF Average BF High BF
p Value p Value p Value
Maternal Characteristics
Age, years 33 (4) 32 (4) 0.28 35 (5) 0.14 0.03
Pre-pregnancy BMI, kg/ m?2 23 (5) 22 (3) 0.34 24 (4) 0.17 0.006
Pre-pregnancy weight, Kg 62 (12) 57 (9) 0.04 65 (11) 0.23 0.001
Height, cm 166 (6) 161 (7) 0.002 167 (10) 0.92 0.01
Weight at first antenatal visit, kg 63 (12) 58 (9) 0.04 67 (7) 0.92 <0.001
Gestational Diabetes, 1 (%) 11 (19) 5(15) 0.78 4(13) 0.38 0.84
Preeclampsia, 1 (%) 2 (3) 2 (6) 0.61 2(7) 0.60 0.92
Hypertension in pregnancy, n (%) 2(3) 13) 0.93 1(3) 0.74 0.95
Maternal smoking, 1 (%) 1(2) 3 (10) 0.18 0(0) 0.26 0.13
Ethnicity, 1 (%)
Asian 12 (20) 5(16) 4(13)
Caucasian 40 (68) 14 (45) 23 (77)
Middle Eastern 1(2) 2(7) 0.05 0 (0) 0.83 0.06
South Asian 3(5) 7 (23) 1(3)
Other 3(3) 3(10) 2(7)
Mode of birth, 1 (%)
Vaginal 36 (61) 20 (61) 13 (43)
Instrumental vaginal 13 (22) 7 (21) 0.99 4 (13) 0.03 0.09
Caesarean 10 (17) 6 (18) 13 (43)
Labour
Spontaneous 35 (59) 17 (52) 10 (33)
Induced 19 (32) 13 (39) 0.76 7 (23) 0.001 0.008
No Labour 509) 309) 13 (43)
Infant Characteristics
NICU admissions, n (%) 3(6) 4 (13) 0.42 2(7) 0.60 0.41
Postnatal age, days 2 (1) 3(2) 0.19 2 (2) 0.69 0.42
Gestational age, weeks 39.3(1.2) 38.7 (0.9) 0.01 39.2(1.3) 0.61 0.09
Sex, female/male 33/26 18/15 1.00 15/15 0.66 0.72
Birth weight, g 3386 (412) 2916 (360) <0.001 3983 (435) <0.001 <0.001
Apgar score at 1 min 8.7 (0.84) 8.2(1.7) 0.14 8.9 (0.57) 0.26 0.05
Apgar score at 5 min 9.0 (0.23) 8.8 (0.58) 0.07 9.0 (0.18) 0.30 0.17
Length, cm 50 (2) 48 (2) <0.001 51(2) <0.001 <0.001
Head circumference, cm 35 (1) 34 (1) 0.004 36 (1) <0.001 <0.001
Body fat, % 11 (2) 4(2) <0.001 18 (2) <0.001 <0.001

Data are presented as mean (SD) for continuous variables using independent student t-tests and No. (%) for
categorical data, using chi-square tests between groups. LBE, low body fat; HBF, high body fat; BMI, body mass
index; NICU, neonatal intensive care unit. Average body fatness, >25th to <75th BF%, (n = 59); Low body fatness,
<10th BF% (n = 33); High body fatness, >90th BF% (1 = 30); except for maternal BMI n = 57, n = 32, n = 26; maternal
height, n =57, n = 32, n = 26; pre-pregnancy weight n = 55 (average body fatness), n = 31 (Low BF); and weight at
first antenatal visit n = 27 (High BF).

LBF infants were lighter, shorter and had reduced head circumference compared to infants with
average body fatness, whereas HBF infants were heavier, longer and had a larger head circumference
(Table 1).
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Maternal and infant characteristics for those infants with body fat percentage between the 10th to
25th percentile and 75th to 90th percentile, are provided in Supplemental Table S2.

Unadjusted values for aortic IMT, autonomic activity and cardiac structure and function by body
fatness group are shown in Supplemental Tables S3 and S4.

3.2. Aortic Intima-Media Thickness

Maximum aortic IMT was greater in LBF infants, but not HBF infants, when compared to average
body fatness infants (Figure 1 and Table 2). Across the entire body fat percent spectrum, there was
some evidence of a non-linear association between infant body fatness and aortic IMT (p = 0.07,
adjusted for gestational age and sex), although body fatness only accounted for 3.7% of the variance
in aortic IMT. In contrast, there was a strong non-linear association of birth weight with aortic IMT
(p < 0.001), with birth weight explaining 13.3% of the variance in aortic IMT. Indeed, aortic IMT was
markedly higher in those born at either end of the birth weight spectrum (birth weight <10th percentile:
83 um (95% CI 49, 118), p < 0.001; birth weight >90th percentile: 43 um (95% CI 4, 82), p = 0.03; both
compared to birth weight between the 25th and 75th percentile, adjusting for gestational age and sex).
The association of birth weight <10th percentile with aortic IMT was independent of percent body
fatness (p < 0.001), but the association of birth weight >90th percentile was not independent of body
fatness (p = 0.20).

p =0.02

L] L] 1
LBF Average HBF
body fatness
Figure 1. Effect of infant body fatness on maximum aortic intima-media thickness. LBF: low body fat

(<10th BF%); HBF: high body fat (>90th BF%); average body fatness (>25th to <75th BF%). Box, line,
and error bars represent 10th, 25th, 50th (median), 75th and 90th percentiles.
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Table 2. Infant body fatness and aortic intima-media thickness, heart rate variability and cardiac structure.
Low BF (Relative to Average BF) High BF (Relative to Average BF) High BF (Relative to Low BF)
B (95% CI) p Value B (95% CI) p Value B (95% CI) p Value

Aortic IMT n=31 n=230
Maximum IMT, um 43 (7,78) 0.02 —2(-37,33) 091 —49 (—91, —-8) 0.02

HRV (frequency domain) n=25 n=206
Ln Total Power —0.5(—0.8, —0.1) 0.01 —-0.8(—-1.1, —0.5) <0.001 —0.3(—0.7,0.1) 0.16
LnLF —-0.3(-0.7,0.1) 0.18 —0.8(—1.1, —0.4) <0.001 —0.4(—0.9, —0.0) 0.05
Ln HF —0.2(~0.7,0.3) 0.51 —1.0(~14, —0.4) <0.001 —07(~12, —0.1) 0.02
Ln LF: HF —0.2(=0.6,0.2) 0.38 0.3 (—0.1,0.8) 0.15 0.5 (—0.1, 1.0) 0.12

HRV (time domain) n=25 n=26
HR, bpm —0.5(—9.3,8.4) 0.92 44(—43,13.1) 0.32 3.0(-7.1,13.2) 0.55
Mean NN, ms 11.4 (—20.9, 43.8) 0.48 —18.3(—=50.0,13.4) 0.25 —23.1(—60.9, 14.8) 0.23
SDNN, ms —71(~132, —-1.0) 0.02 —11.2(~17.2, —5.3) <0.001 —3.0(=9.7,3.6) 0.36
Ln SDANN —0.1(—-0.4,0.2) 0.52 —0.5(-0.7, —0.2) 0.02 —0.3(—0.6,0.0) 0.06
Ln RMSSD —0.1(—04,0.2) 0.39 —04(-0.7, —-0.1) 0.004 —0.2(—0.5,0.1) 0.14

Cardiac structure n=22 n=23
LV Base to apex length, mm —-1.3(-3.1,0.3) 0.11 2.1(0.3,3.8) 0.02 3.8(1.2,6.2) 0.01
LV Diameter, mm —0.9(-2.0,0.3) 0.13 0.1(-1.1,1.3) 0.89 1.0 (—0.8,2.7) 0.27
LV Sphericity index 0.1(-0.1,0.2) 0.46 0.2(—0.0,0.3) 0.09 —0.0(—0.2,0.2) 0.93
Septal wall thickness mm/BSA 2.3(05,4.1) 0.01 —0.0(-18,1.7) 0.99 —2.5(—4.9,0.1) 0.06

Posterior wall thickness mm/BSA 3.1(1.6,4.6) <0.001 —1.0(—2.4,0.5) 0.18 —4.1(-5.8, —2.4) <0.001

End-diastolic dimension mm/BSA 5.5(14,9.7) 0.01 -3.0(-7.1,1.0) 0.14 —9.0 (—14.0. —4.0) 0.001
Relative wall thickness 0.03 (—0.00, 0.7) 0.08 —0.01 (—0.04, 0.03) 0.71 —0.04 (—0.08, 0.01) 0.09
RV Base to apex length, mm —0.8 (—2.6,1.0) 0.36 2.0(04,3.7) 0.02 29(0.5,5.4) 0.02
RV Diameter, mm —-0.7(-1.7,0.4) 0.19 0.4 (—0.5,1.4) 0.38 1.2(0.1,2.2) 0.03
RV Sphericity index 0.0 (—0.1,0.2) 0.87 0.1(—=0.1,0.2) 0.23 0.3 (=0.2,0.7) 0.24

Values are unstandardized (3-regression coefficients (95% CI) from multivariable models, adjusted for sex and gestational age. Reference groups are Average BF and Low BF, as indicated in
column header. Ln, log transformed data. Average body fatness, >25th to <75th BF%; low body fatness, <10th BF%; high body fatness, >90th BF%. Average body fatness; n = 49 (aortic
IMT), n = 39 (HRV), n = 46 (cardiac structure). IMT, intima-media thickness; HRV, heart rate variability; LF, low frequency; HF, high frequency; LF: HF, low frequency/high frequency ratio;
HR; heart rate, mean NN; mean of N wave to N wave variation normal; SDNN, the mean of the standard deviation of all normal RR intervals; SDANN, SD change in NN; RMSSD, square

root of the mean squared differences of successive NN intervals; LV, left ventricle; RV, right ventricle; BSA, body surface area.
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3.3. Heart Rate Variability

Heart rate was similar across body fat percentiles (Table 2). Measures of overall HRV, in the time
(SDNN) and frequency domain (total power) were lower in LBF and HBF than infants with average
body fatness. These associations remained significant after adjustment for gestational age and sex (e.g.,
for log total power: LBE, —0.5 (95% CI —0.8, —0.1), p = 0.008; HBF, —0.8 (95% CI —1.1, —0.5), p < 0.001;
both compared to average body fatness infants) (Table 2).

Furthermore, SDANN and RMSSD, both short-term time domain measures, and the HF and LF
power measures were all lower in HBF infants compared to average body fatness infants (Table 2).

Across the entire body fat percent spectrum, there was a non-linear association between infant
body fat percent and overall HRV (total power, p = 0.001, adjusted for gestational age and sex), which
was independent of birth weight (p = 0.01). Body fat percent accounted for 8.6% of the variance in
overall HRV. In comparison, birth weight accounted for 8.2% of the variance in overall HRV. In a model
which included birth weight, the introduction of body fat percent accounted for an additional 4.7% of
the variance in overall HRV.

3.4. Cardiac Structure and Function

LBF infants had significantly increased septal and posterior wall thicknesses and left ventricular
chamber dilatation compared to infants with average body fatness (Table 2). Cardio-physiological
parameters were similar between LBF and average body fatness infants (Supplemental Table S5).
Infants with HBF had increased ventricular base to apex length, and lower left ventricular stroke
volume compared to infants with average body fatness (Table 2 and Supplemental Table S5), with no
other differences observed in cardiac structure or measures of systolic or diastolic function.

There were no significant associations, linear or non-linear, between cardiac measures and body
fat percent across the entire spectrum of body fat measures (results not shown). Six infants had a small
ventricular septal defect or patent ductus arteriosus, which were asymptomatic with minimal shunt.
Sensitivity analyses excluding these infants did not change the results.

4. Discussion

Newborn body fatness maybe a more sensitive marker of fetal growth than birth weight, in
identify those at high risk of cardiovascular disease. Our findings indicate that infants with LBF have
increased aortic IMT, reduced cardiac autonomic control, thicker ventricular walls, and larger cardiac
chamber size. Infants with HBF also showed reduced cardiac autonomic control, although this was
accompanied by a different cardiac phenotype, specifically an isolated reduction in stroke volume
that was compensated by an increase in heart rate, without cardiac or vascular structural adaptation.
Furthermore, the association of body fatness with cardiac autonomic control was independent of birth
weight, and stronger than the equivalent association of birth weight with cardiac autonomic control.
However, the opposite was true for aortic IMT, with birth weight being more strongly associated with
aortic IMT, and independent of percent body fat. This suggests that low and high body fatness and
weight at birth are each accompanied by specific cardiovascular phenotypes that may mechanistically
contribute to distinctly different cardiovascular risk pathways.

Precise identification of individuals at high risk of cardiovascular disease on the basis of early life
risk factors remain a priority. We and others have previously shown that individuals with impaired
fetal growth, based on birth weight percentiles, have increased aortic IMT during infancy [7,8,25,26]
and increased carotid IMT as adults [27].

We hypothesised that high and low body fatness at birth would better identify infants with early
evidence of poor cardiovascular health, and in particular, increased aortic IMT. However, we found
that at both ends of the growth spectrum, birth weight is a stronger predictor of aortic IMT. This may
relate to the timing of fat deposition in the fetus, principally in the third trimester. As such it may be
that aortic IMT in the infant, as a structural marker of vascular health that develops over time, may be
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more strongly influenced by net fetal growth throughout pregnancy. It may be that an association
of infant body fatness with aortic IMT will develop over time, consistent with a previous report of
an association of skinfold thickness at birth, as a marker of adiposity, with aortic IMT at 6 weeks of
age [28]. The implications for risk of heart disease in adulthood associated with a 50 um higher aortic
IMT in infancy are not known. However, the magnitude of the observed effect is consistent with
previous studies by ourselves by others [8,22], and aging-related increases in aortic IMT through until
early adulthood are about 2.5x the magnitude of those for carotid IMT [29]. This tentatively suggests
that a 50 pm higher aortic IMT may infer a 25-37% higher risk of myocardial infarction [30].

In contrast, body fatness was more strongly associated with autonomic activity than birth weight.
Autonomic activity is a functional mechanistic component of cardiovascular control and may respond
more rapidly and dynamically to the short-term fetal growth disturbances in the third trimester
that are captured by differences in newborn body fatness. Previous studies have described altered
autonomic functions in people born with low birth weight, from infancy through to adult life [12,31,32].
Reduced HRV may indicate a reduced ability to adapt to internal and external stimuli making these
individuals mechanistically susceptible to future hypertensive and cardiac diseases, particularly via
autonomic pathways.

Interestingly we found that infants with HBF also had lower overall HRV and overall reduction
in parasympathetic modulation to the heart. This finding is consistent with previous studies showing
reduced HRV in older children and adults with increased adiposity [33-35]. We did not seek to
determine the specific mechanistic pathways that link infant adiposity to reductions in HRV, although
they may involve fetal glucose, insulin and adipocytokines. However, increased adiposity is a related
yet distinct pathway consistent with predisposition to developing hypertension. It is unclear whether
altered cardiac autonomic function persists into adulthood, however it may contribute to a proportion
of the risk of developing later cardiovascular disease.

Furthermore, these reductions in HRV in infants with LBF or HBF may contribute to the higher
risk of stillbirth at the extremes of the fetal growth spectrum, although further work would be required
to develop and test this hypothesis.

The most commonly reported structural cardiac adaptation that accompanies fetal growth
restriction is a globular ventricle as assessed by sphericity index [6,7]. This adaptive structural
change has been demonstrated to be related to the severity of growth restriction as defined by body
weight and fetal Doppler assessment [9]. Whilst we did not observe a significant difference in
sphericity index in the LBF group, we found that infants with LBF have thicker ventricular walls and
larger chamber size, consistent with the structural adaptations previously described, albeit within the
normal range. Proposed mechanisms linking growth restriction and altered cardiac geometry include
compensatory remodelling secondary to increased myocardial workload in utero, compounded by
the effects of chronic hypoxia and undernutrition on the developing myocardium. Indeed, growth
restricted infants have been shown to have increased aortic wall stiffness and raised peripheral
vascular resistance [7,36], which along with increased placental vascular resistance [37], contribute
to raised afterload against which the immature myocardium must pump. Studies describe subtle
reductions in diastolic function [6,36,38] and these cardiac functional alterations are proposed to be
secondary to increased afterload and altered geometry affecting ventricular relaxation, and are also
related to severity of growth restriction [9]. This hypertrophic phenotype of fetal origin persists into
mid-childhood and adulthood [9,10,39], albeit more subtle with age. Whether the associations of body
fat percent with this cardiac phenotype will persist, strengthen, or weaken over time remains unknown.

A key strength of our study is that we investigated infants at a very early age, on average 2-3 days,
allowing us to by-and-large exclude postnatal exposures. We also have consent to follow up these
infants to determine the effect of newborn body composition on risk of later disease. Furthermore,
we did not focus on a single measure of cardiovascular health in isolation, but rather have taken a
broader approach to cardiovascular health assessment through the use of complementary indices that
cover a range of the pathophysiology involved in early cardiovascular disease.
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We acknowledge the limitations in this study. Not all cardiovascular measures were undertaken in
all participants owing largely to participant compliance and time restrictions prior to leaving hospital,
prioritizing our primary outcome, aortic IMT. This study has a similar sample size to that of other
work in the literature, albeit relatively small. Future studies may wish to confirm these findings in
larger cohorts, including in the offspring of healthy women without complications of pregnancy such
as gestational diabetes or hypertension. The body fat percentile reference data were established in
a largely Caucasian population [17], which differs from our mixed ethnic population. Adjusting for
ethnicity did not materially affect the associations seen between body fatness, aortic IMT, cardiac
autonomic function or cardiac structure and function. Nonetheless it remains controversial as to
whether ethnic differences in cardiometabolic risk relate to differences in fetal growth [40]. Although
autonomic measurements were taken during sleep, studies have shown that HRV differs according to
sleep state (active vs. quiet sleep). Finally, it is possible that multiple testing across various outcomes
without adjustment for multiple testing may have contributed to the likelihood of false positives.
However, our findings for birth weight are consistent with those previously described by ourselves
and others in infancy and childhood, as such suggesting that our novel findings concerning body
fatness are unlikely to be a chance finding.

5. Conclusions

Atherosclerotic and hypertensive diseases have distinct and shared pathophysiology. Fetal
programming of these diseases is established from extensive epidemiology, although accurate
identification of high risk infants, and the underlying life course mechanisms involved, remain
poorly described. Our key finding is that low and high body fatness, and low and high birth
weight, are selectively and differentially associated with markers of cardiac and vascular health in
newborns. Importantly, body fatness and birth weight appear to provide complementary information
for identification of infants with poorer cardiovascular health markers. This suggests that assessment
of body fatness may play a role, alongside birth weight, in identifying individuals at high risk of
cardiovascular and hypertensive diseases. Future studies may seek to develop distinct life course
prevention strategies that counter the identified pathophysiology, as a precision medicine strategy
to reduce risk of hypertension and atherosclerotic-vascular disease in people exposed to an adverse
intrauterine environment [41,42].

Supplementary Materials: The following are available online at http:/ /www.mdpi.com/2077-0383/7/9/270/s1,
Figure S1: Study flow, Table S1: Intra-class correlation, Table S2: Maternal and infant characteristics for infants in
>10th and 25th and >75th and <90th groups, Table S3: Aortic intima-media thickness and heart rate variability
across body fat percentiles, Table S4: Cardiac structure and function across body fat percentiles, Table S5: Indices
of cardiac function in infants with low, high and average body fatness.

Author Contributions: Associate M.R.S. conceptualized and designed the study, as well as critically reviewed
the manuscript for important intellectual content. H.U.D. recruited participants, did all cardiac autonomic
measurements and analysis, collected medical records information and wrote the first draft of the manuscript.
R.L.M. recruited participants, did all the ultrasound measures and analysed all cardiac structure and function
measurements as well as oversaw the collection of medical records and questionnaires as well as critically reviewed
the manuscript. Y.K. analysed all of the aortic intima-media thickness measurements and critically reviewed
the manuscript. ].W.P. provided key input into the collection and analysis of autonomic indices and critically
reviewed the manuscript. L.D.C., D.S.C.,, M.P,, C.R.-G. and A.G. contributed to study design and implementation,
assisted with interpretation of data, and critically reviewed the manuscript for intellectual content.

Acknowledgments: H.U.D. was supported by an Australian Postgraduate Award (SC0042). Y.K. was supported
by an Australian Rotary Health Ph.D. Scholarship. M.R.S. was supported by a National Heart Foundation of
Australia Future Leader Fellowship (100419).

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


http://www.mdpi.com/2077-0383/7/9/270/s1

J. Clin. Med. 2018, 7, 270 10 of 12

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

Naghavi, M.; Abajobir, A.A.; Abbafati, C.; Abbas, KM.; Abd-Allah, F; Abera, S.F; Aboyans, V,;
Adetokunboh, O.; Arnlov, J.; Afshin, A.; et al. Global, regional, and national age-sex specific mortality
for 264 causes of death, 1980-2016: A systematic analysis for the global burden of disease study 2016. Lancet
2017, 390, 1151-1210. [CrossRef]

Huxley, R.; Owen, C.G.; Whincup, P.H.; Cook, D.G.; Rich-Edwards, J.; Smith, G.D.; Collins, R. Is birth weight
a risk factor for ischemic heart disease in later life? Am. J. Clin. Nutr. 2007, 85, 1244-1250. [CrossRef]
[PubMed]

Skilton, M.R,; Siitonen, N.; Wiirtz, P.; Viikari, ].S.A.; Juonala, M.; Seppaéld, I.; Laitinen, T.; Lehtimaki, T.;
Taittonen, L.; Kédhonen, M.; et al. High birth weight is associated with obesity and increased carotid wall
thickness in young adults: The cardiovascular risk in young finns study. Arterioscler. Thromb. Vasc. Boil. 2014,
34, 1064-1068. [CrossRef] [PubMed]

Koklu, E.; Akcakus, M.; Kurtoglu, S.; Koklu, S.; Yikilmaz, A.; Coskun, A.; Gunes, T. Aortic intima-media
thickness and lipid profile in macrosomic newborns. Eur. J. Pediatr. 2007, 166, 333-338. [CrossRef] [PubMed]
Eriksson, J.; Forsén, T.; Tuomilehto, J.; Osmond, C.; Barker, D. Size at birth, childhood growth and obesity in
adult life. Int. J. Obes. 2001, 25, 735-740. [CrossRef] [PubMed]

Cruz-Lemini, M.; Crispi, F.; Valenzuela-Alcaraz, B.; Figueras, F.; Sitges, M.; Bijnens, B.; Gratacos, E. Fetal
cardiovascular remodeling persists at 6 months in infants with intrauterine growth restriction. Ultrasound
Obstet. Gynecol. 2016, 48, 349-356. [CrossRef] [PubMed]

Sehgal, A.; Doctor, T.; Menahem, S. Cardiac function and arterial biophysical properties in small for
gestational age infants: Postnatal manifestations of fetal programming. . Pediatr. 2013, 163, 1296-1300.
[CrossRef] [PubMed]

Skilton, M.R.; Evans, N.; Griffiths, K.A.; Harmer, J.A.; Celermajer, D.S. Aortic wall thickness in newborns
with intrauterine growth restriction. Lancet 2005, 365, 1484-1486. [CrossRef]

Crispi, E; Bijnens, B.; Figueras, F.; Bartrons, J.; Eixarch, E.; Le Noble, F; Ahmed, A.; Gratacos, E. Fetal
growth restriction results in remodeled and less efficient hearts in children. Circulation 2010, 121, 2427-2436.
[CrossRef] [PubMed]

Sarvari, S.I.; Rodriguez-Lopez, M.; Nunez-Garcia, M.; Sitges, M.; Sepulveda-Martinez, A.; Camara, O.;
Butakoff, C.; Gratacos, E.; Bijnens, B.; Crispi, F. Persistence of cardiac remodeling in preadolescents with
fetal growth restriction. Circ. Cardiovasc. Imaging 2017, 10, €005270. [CrossRef] [PubMed]

Cohen, E.; Wong, EY.; Horne, R.S.C.; Yiallourou, S.R. Intrauterine growth restriction: Impact on
cardiovascular development and function throughout infancy. Pediatr. Res. 2016, 79, 821-830. [CrossRef]
[PubMed]

Rakow, A.; Katz-Salamon, M.; Ericson, M.; Edner, A.; Vanpée, M.; Kth. Decreased heart rate variability in
children born with low birth weight. Pediatr. Res. 2013, 74, 339. [CrossRef] [PubMed]

Barker, D.J.; Gluckman, P.D.; Godfrey, KM.; Harding, ].E.; Owens, ].A.; Robinson, J.S. Fetal nutrition and
cardiovascular disease in adult life. Lancet 1993, 341, 938-941. [CrossRef]

Shields, B.M.; Knight, B.A.; Powell, R.J.; Hattersley, A.T.; Wright, D.E. Assessing newborn body composition
using principal components analysis: Differences in the determinants of fat and skeletal size. BMC Pediatr.
2006, 6, 24. [CrossRef] [PubMed]

Catalano, PM.; Thomas, A.; Huston-Presley, L.; Amini, S.B. Increased fetal adiposity: A very sensitive marker
of abnormal in utero development. Am. J. Obstet. Gynecol. 2003, 189, 1698-1704. [CrossRef]
Guihard-Costa, A.M.; Papiernik, E.; Kolb, S. Maternal predictors of subcutaneous fat in the term newborn.
Acta Paediatr. 2004, 93, 346-349. [CrossRef] [PubMed]

Hawkes, C.P,; Hourihane, J.O.B.; Kenny, L.C.; Irvine, A.D.; Kiely, M.; Murray, D.M. Gender- and gestational
age-specific body fat percentage at birth. Pediatrics 2011, 128, e645—-e651. [CrossRef] [PubMed]

Ma, G.; Yao, M; Liu, Y; Lin, A.; Zou, H.; Urlando, A.; Wong, W.W.; Nommsen-Rivers, L.; Dewey, K.G.
Validation of a new pediatric air-displacement plethysmograph for assessing body composition in infants.
Am. . Clin. Nutr. 2004, 79, 653-660. [CrossRef] [PubMed]

Roggero, P.; Gianni, M.L.; Amato, O.; Piemontese, P.; Morniroli, D.; Wong, W.W.; Mosca, F. Evaluation of
air-displacement plethysmography for body composition assessment in preterm infants. Pediatr. Res. 2012,
72,316-320. [CrossRef] [PubMed]


http://dx.doi.org/10.1016/S0140-6736(17)32152-9
http://dx.doi.org/10.1093/ajcn/85.5.1244
http://www.ncbi.nlm.nih.gov/pubmed/17490959
http://dx.doi.org/10.1161/ATVBAHA.113.302934
http://www.ncbi.nlm.nih.gov/pubmed/24626439
http://dx.doi.org/10.1007/s00431-006-0243-8
http://www.ncbi.nlm.nih.gov/pubmed/16977439
http://dx.doi.org/10.1038/sj.ijo.0801602
http://www.ncbi.nlm.nih.gov/pubmed/11360158
http://dx.doi.org/10.1002/uog.15767
http://www.ncbi.nlm.nih.gov/pubmed/26415719
http://dx.doi.org/10.1016/j.jpeds.2013.06.030
http://www.ncbi.nlm.nih.gov/pubmed/23896189
http://dx.doi.org/10.1016/S0140-6736(05)66419-7
http://dx.doi.org/10.1161/CIRCULATIONAHA.110.937995
http://www.ncbi.nlm.nih.gov/pubmed/20497977
http://dx.doi.org/10.1161/CIRCIMAGING.116.005270
http://www.ncbi.nlm.nih.gov/pubmed/28093413
http://dx.doi.org/10.1038/pr.2016.24
http://www.ncbi.nlm.nih.gov/pubmed/26866903
http://dx.doi.org/10.1038/pr.2013.97
http://www.ncbi.nlm.nih.gov/pubmed/23770921
http://dx.doi.org/10.1016/0140-6736(93)91224-A
http://dx.doi.org/10.1186/1471-2431-6-24
http://www.ncbi.nlm.nih.gov/pubmed/16916439
http://dx.doi.org/10.1016/S0002-9378(03)00828-7
http://dx.doi.org/10.1111/j.1651-2227.2004.tb02959.x
http://www.ncbi.nlm.nih.gov/pubmed/15124837
http://dx.doi.org/10.1542/peds.2010-3856
http://www.ncbi.nlm.nih.gov/pubmed/21824882
http://dx.doi.org/10.1093/ajcn/79.4.653
http://www.ncbi.nlm.nih.gov/pubmed/15051611
http://dx.doi.org/10.1038/pr.2012.75
http://www.ncbi.nlm.nih.gov/pubmed/22669294

J. Clin. Med. 2018, 7, 270 11 0f 12

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

Ellis, K.J.; Yao, M; Shypailo, RJ.; Urlando, A.; Wong, W.W.; Heird, W.C. Body-composition assessment in infancy:
Air-displacement plethysmography compared with a reference 4-compartment model. Am. J. Clin. Nutr. 2007,
85,90-95. [CrossRef] [PubMed]

Skilton, M.R. Intrauterine risk factors for precocious atherosclerosis. Pediatrics 2008, 121, 570-574. [CrossRef]
[PubMed]

Begg, L.M.; Palma-Dias, R.; Wang, J.; Chin-Dusting, J.P.F,; Skilton, M.R. Maternal adiposity and newborn
vascular health. Arch. Dis. Child. Fetal Neonatal Ed. 2013, 98, F279-F280. [CrossRef] [PubMed]

Malik, M. Heart rate variability: Standards of measurement, physiological interpretation, and clinical
use: Task force of the European Society of Cardiology and the North American Society for Pacing and
Electrophysiology. Ann. Noninvasive Electrocardiol. 1996, 1, 151-181. [CrossRef]

Polson, J.W.; McCallion, N.; Waki, H.; Thorne, G.; Tooley, M.A.; Paton, J.ER.; Wolf, A.R. Evidence for
cardiovascular autonomic dysfunction in neonates with coarctation of the aorta. Circulation 2006, 113,
2844-2850. [CrossRef] [PubMed]

Kokluy, E.; Kurtoglu, S.; Akcakus, M.; Koklu, S.; Buyukkayhan, D.; Gumus, H.; Yikilmaz, A. Increased aortic
intima-media thickness is related to lipid profile in newborns with intrauterine growth restriction. Horm. Res.
2006, 65, 269-275. [CrossRef] [PubMed]

Stergiotou, L; Crispi, F.; Valenzuela-Alcaraz, B.; Cruz-Lemini, M.; Bijnens, B.; Gratacos, E. Aortic and carotid
intima-media thickness in term small-for-gestational-age newborns and relationship with prenatal signs of
severity. Ultrasound Obstet. Gynecol. 2014, 43, 625-631. [CrossRef] [PubMed]

Skilton, M.R; Viikari, ].S.; Juonala, M.; Laitinen, T.; Lehtimadki, T; Taittonen, L.; Kdhonen, M.; Celermajer, D.S.;
Raitakari, O.T. Fetal growth and preterm birth influence cardiovascular risk factors and arterial health in
young adults: The cardiovascular risk in young finns study. Arterioscler. Thromb. Vasc. Biol. 2011, 31,
2975-2981. [CrossRef] [PubMed]

McCloskey, K.; Burgner, D.; Carlin, J.B.; Skilton, M.R.; Cheung, M.; Dwyer, T.; Vuillermin, P.; Ponsonby, A.L.;
BIS Investigator Group. Infant adiposity at birth and early postnatal weight gain predict increased aortic
intima-media thickness at 6 weeks of age: A population-derived cohort study. Clin. Sci. 2016, 130, 443-450.
[CrossRef] [PubMed]

Davis, PH.; Dawson, ].D.; Blecha, M.B.; Mastbergen, R.K.; Sonka, M. Measurement of aortic intimal-medial
thickness in adolescents and young adults. Ultrasound Med. Boil. 2010, 36, 560-565. [CrossRef] [PubMed]
Lorenz, M.W.; Markus, H.S.; Bots, M.L.; Rosvall, M.; Sitzer, M.; Lund, U.; Folkhilsa; Public, H.; Lunds, U.
Prediction of clinical cardiovascular events with carotid intima-media thickness: A systematic review and
meta-analysis. Circulation 2007, 115, 459-467. [CrossRef] [PubMed]

Souza, L.V,; Oliveira, V.; Meneck, ED.; Ana Paula Grotti, C.; Maria Wany Louzada, S.; Maria do Carmo, F.
Birth weight and its relationship with the cardiac autonomic balance in healthy children. PLoS ONE 2017, 12,
e0167328. [CrossRef] [PubMed]

Aziz, W.; Schlindwein, E.S.; Wailoo, M.; Biala, T.; Rocha, F.C. Heart rate variability analysis of normal and
growth restricted children. Clin. Auton. Res. 2012, 22, 91-97. [CrossRef] [PubMed]

Martini, G.; Riva, P.; Rabbia, F.; Molini, V.; Ferrero, G.B.; Cerutti, F.; Carra, R.; Veglio, F. Heart rate variability
in childhood obesity. Clin. Auton. Res. 2001, 11, 87-91. [CrossRef] [PubMed]

Da Silva, A.A.; do Carmo, J.; Dubinion, J.; Hall, J.E. The role of the sympathetic nervous system in
obesity-related hypertension. Curr. Hypertens. Rep. 2009, 11, 206-211. [CrossRef] [PubMed]

Rabbia, E; Silke, B.; Conterno, A.; Grosso, T.; De Vito, B.; Rabbone, I.; Chiandussi, L.; Veglio, F. Assessment of
cardiac autonomic modulation during adolescent obesity. Obes. Res. 2003, 11, 541-548. [CrossRef] [PubMed]
Sehgal, A.; Allison, B.J.; Gwini, S.M.; Miller, S.L.; Polglase, G.R. Cardiac morphology and function in preterm
growth restricted infants: Relevance for clinical sequelae. |. Pediatr. 2017, 188, 128-134. [CrossRef] [PubMed]
Verburg, B.O.; Jaddoe, V.W.; Wladimiroff, ] W.; Hofman, A.; Witteman, J.C.; Steegers, E.A. Fetal hemodynamic
adaptive changes related to intrauterine growth: The generation r study. Circulation 2008, 117, 649-659.
[CrossRef] [PubMed]

Fouzas, S.; Karatza, A.A.; Davlouros, P.A.; Chrysis, D.; Alexopoulos, D.; Mantagos, S.; Dimitriou, G. Neonatal
cardiac dysfunction in intrauterine growth restriction. Pediatr. Res. 2014, 75, 651-657. [CrossRef] [PubMed]
Arnott, C.; Skilton, M.R.; Ruohonen, S.; Juonala, M.; Viikari, ].S.; Kahonen, M.; Lehtimaki, T.; Laitinen, T.;
Celermajer, D.S.; Raitakari, O.T. Subtle increases in heart size persist into adulthood in growth restricted
babies: The cardiovascular risk in young finns study. Open Heart 2015, 2, e000265. [CrossRef] [PubMed]


http://dx.doi.org/10.1093/ajcn/85.1.90
http://www.ncbi.nlm.nih.gov/pubmed/17209182
http://dx.doi.org/10.1542/peds.2007-1801
http://www.ncbi.nlm.nih.gov/pubmed/18310207
http://dx.doi.org/10.1136/archdischild-2012-303566
http://www.ncbi.nlm.nih.gov/pubmed/23447583
http://dx.doi.org/10.1111/j.1542-474X.1996.tb00275.x
http://dx.doi.org/10.1161/CIRCULATIONAHA.105.602748
http://www.ncbi.nlm.nih.gov/pubmed/16769911
http://dx.doi.org/10.1159/000092536
http://www.ncbi.nlm.nih.gov/pubmed/16601348
http://dx.doi.org/10.1002/uog.13245
http://www.ncbi.nlm.nih.gov/pubmed/24272754
http://dx.doi.org/10.1161/ATVBAHA.111.234757
http://www.ncbi.nlm.nih.gov/pubmed/21940950
http://dx.doi.org/10.1042/CS20150685
http://www.ncbi.nlm.nih.gov/pubmed/26666445
http://dx.doi.org/10.1016/j.ultrasmedbio.2010.01.002
http://www.ncbi.nlm.nih.gov/pubmed/20350682
http://dx.doi.org/10.1161/CIRCULATIONAHA.106.628875
http://www.ncbi.nlm.nih.gov/pubmed/17242284
http://dx.doi.org/10.1371/journal.pone.0167328
http://www.ncbi.nlm.nih.gov/pubmed/28095501
http://dx.doi.org/10.1007/s10286-011-0149-z
http://www.ncbi.nlm.nih.gov/pubmed/22045365
http://dx.doi.org/10.1007/BF02322051
http://www.ncbi.nlm.nih.gov/pubmed/11570608
http://dx.doi.org/10.1007/s11906-009-0036-3
http://www.ncbi.nlm.nih.gov/pubmed/19442330
http://dx.doi.org/10.1038/oby.2003.76
http://www.ncbi.nlm.nih.gov/pubmed/12690083
http://dx.doi.org/10.1016/j.jpeds.2017.05.076
http://www.ncbi.nlm.nih.gov/pubmed/28662946
http://dx.doi.org/10.1161/CIRCULATIONAHA.107.709717
http://www.ncbi.nlm.nih.gov/pubmed/18212281
http://dx.doi.org/10.1038/pr.2014.22
http://www.ncbi.nlm.nih.gov/pubmed/24522102
http://dx.doi.org/10.1136/openhrt-2015-000265
http://www.ncbi.nlm.nih.gov/pubmed/26339495

J. Clin. Med. 2018, 7, 270 12 0f 12

40. Skilton, M.R. Fetal growth and the ethnic origins of type 2 diabetes. Diabetologia 2015, 58, 422-424. [CrossRef]
[PubMed]

41. Rodriguez-Lopez, M.; Osorio, L.; Acosta-Rojas, R.; Figueras, J.; Cruz-Lemini, M.; Figueras, F.; Bijnens, B.;
Gratacos, E.; Crispi, F. Influence of breastfeeding and postnatal nutrition on cardiovascular remodeling
induced by fetal growth restriction. Pediatr. Res. 2016, 79, 100-106. [CrossRef] [PubMed]

42. Skilton, M.R.; Mikkila, V.; Wurtz, P.; Ala-Korpela, M.; Sim, K.A.; Soininen, P.; Kangas, A.].; Viikari, J.S.;
Juonala, M.; Laitinen, T.; et al. Fetal growth, omega-3 (n-3) fatty acids, and progression of subclinical
atherosclerosis: Preventing fetal origins of disease? The cardiovascular risk in young finns study. Am. J.
Clin. Nutr. 2013, 97, 58-65. [CrossRef] [PubMed]

@ © 2018 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http:/ /creativecommons.org/licenses /by /4.0/).



http://dx.doi.org/10.1007/s00125-014-3484-5
http://www.ncbi.nlm.nih.gov/pubmed/25567103
http://dx.doi.org/10.1038/pr.2015.182
http://www.ncbi.nlm.nih.gov/pubmed/26372518
http://dx.doi.org/10.3945/ajcn.112.044198
http://www.ncbi.nlm.nih.gov/pubmed/23151534
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Methods 
	Participants 
	Body Composition and Anthropometry 
	Maternal and Infant Demographics 
	Aortic Intima-Media Thickness 
	Heart Rate Variability 
	Cardiac Ultrasound 
	Statistical Analysis 

	Results 
	Participant Characteristics 
	Aortic Intima-Media Thickness 
	Heart Rate Variability 
	Cardiac Structure and Function 

	Discussion 
	Conclusions 
	References

