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Abstract

To examine effects of mother’s anxiety and depression and associated risk factors during early pregnancy on fetal growth and
activity. Repeated measures of mother’s anxiety (State-Anxiety Inventory (STAI-S)) and depression (Edinburgh Postnatal
Depression Scale (EPDS)) and related socio demographics and substance consumption were obtained at the 1st and 2nd
pregnancy trimesters, and fetus’ (N = 147) biometric data and behavior was recorded during ultrasound examination at 20—
22 weeks of gestation. Higher anxiety symptoms were associated to both lower fetal growth and higher fetal activity. While
lower education, primiparity, adolescent motherhood, and tobacco consumption predicted lower fetal growth, coffee intake
predicted lower fetal activity. Vulnerability of fetal development to mother’s psychological symptoms as well as to other socio-
demographic and substance consumption risk factors during early and mid pregnancy is suggested.
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Introduction

The study of human development usually considers
childbirth as the starting point. However, several
research studies have suggested that psychological
development begins during the gestational period,
and prenatal influences can explain a significant part
of the child’s behavioral and developmental varia-
bility.

Fetal growth and fetal activity have been widely
analyzed to describe normal development across
pregnancy and to identify potential risk factors. Fetal
movements have been found to reflect the integrity
and activity of the central nervous system (CNS), as
the more frequent movement patterns follow a clear
developmental course [1] and abnormal movement
patterns have been observed in fetuses with motor
disorders related to CNS development, such as
cerebral palsy [2]. With increasing gestational age,
fetal movements, eye movements and heart rate

patterns get organized into specific behavioral
states that resemble those Prechtl described in the
neonate [3].

Results of longitudinal studies involving the assess-
ment of fetal behavior in early pregnancy using 2D
sonographic scanning revealed that different move-
ments have diverse incidences and assume distinctive
patterns [4,5], as well as a decrease in overall fetal
activity from the 20 weeks of gestation until delivery
[6]. These findings are in line with new data provided
by the recent studies involving 4D sonographic
scanning [7,8].

Due to the higher sensitivity of fetal brain early in
gestation, fetuses are especially vulnerable to small
changes in the intra-uterine physiological environ-
ment, induced by internal and/or external factors.
Both animal and human studies have shown that
prenatal influences can have long lasting effects on
development and health. Maternal nutrition, for
instance, is associated with coronary heart disease
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and non-insulin dependent diabetes in adulthood,
whereas maternal depression and anxiety are
associated with problems in infant biobehavioral
development [9,10]. Hormones of the hypothala-
mic—pituitary—adrenal (HPA) axis and sex hormones
have been found to have programming effects and
were pointed out as possible explanations to such
long-term effects [11]. A number of risk factors have
been identified which may account for abnormal
growth and activity including maternal socio-demo-
graphic, substance consumption and psychological
symptoms. Considering socio-demographic risk fac-
tors, social class was clearly related to several
measures of early child morbidity and mortality
[12], and high-intensity occupational activity and
high demanding physical tasks at work have been
associated with adverse pregnancy outcomes, such as
preterm delivery [13]. Reported developmental ef-
fects of race and sex [14], parity [15-18], maternal age
[19,20], nutritional status [21-23], and maternal
anthropometrics [24-26] include the increased in-
cidence of fetal and neonatal mortality, intrauterine
growth retardation, low birth weight, premature
delivery and several neonatal morbidities, although
the direction of these effects, as well as the mutual
interplay of the risk factors awaits further elucidation.

Studies examining the association between mater-
nal substance consumption and early infant develop-
ment have mostly suggested the potential short and
long term teratogenic and neurodevelopmental con-
sequences of nicotine [27,28], caffeine [29-31], and
alcohol use during pregnancy [32], mostly when in the
presence of high doses and chronic exposure.
Reported development effects include a significant
fetal growth reduction [33—-37], low birth weight and
preterm delivery [26,38,39], more time spent in a low
fetal heart rate variation pattern and decrement of fetal
activity both in high and low fetal heart rate variation
periods [40], delayed onset of response to the
maternal voice in fetuses less than 37 weeks gesta-
tional age [41] and fetal death [42]. Some animal and
human studies also revealed a combined effect of the
use of several substances by the same women, which
increases the risk of obstetric and fetal/neonatal
complications [43,44].

There is conflicting data regarding the effect of
maternal psychological distress on fetal growth and
activity. Recent empirical evidence suggests that the
nature of adverse life events [45], as well as the
moment of exposure [46,47] are important determi-
nants of these disparities. Some researchers who
found an impact of psychological distress on fetal
growth observed a growth delay in fetuses of mothers
who presented prenatal anxiety [48] and/or depres-
sion [49]; others studies only found a growth
reduction after exposure to severe life events in
premature born before 32 weeks of gestation [50].
The same effect is found for fetal activity, with fetuses
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of anxious [51,52] and/or depressed [53] mothers
being more active than fetuses of non-anxious and/or
non-depressed mothers. Moreover, fetuses of anxious
mothers spend more time in passive sleep and show
more indiscriminate movements when they are in
active sleep [54,55].

Several others did not find this effect, neither for
fetal growth [56-58] nor for fetal behavior [59].
DiPietro et al. [60] suggest that mild to moderate
levels of psychological distress may enhance fetal
maturation in healthy populations, as higher levels of
prenatal anxiety, non-specific stress, and depressive
symptoms can be associated to greater motor and
mental development in children at age two.

Despite a number of prenatal influences having
been identified for infant development, the mutual
interplay of the range of such risk factors is complex
and not yet fully understood. Thus, the purpose of this
study was to explore the effects of mothers’ anxiety
and depression and associated risk factors during early
pregnancy on fetal growth and activity at 20-22 weeks
of gestation, namely by (1) examining group differ-
ences concerning mothers’ anxiety (State-Trait
Anxiety Inventory-State (STAI-S) <45  wversus
STAI-S >45) and depression (Edinburgh Postnatal
Depression Scale, EPDS < 10 versus EPDS > 10) at
the 1st and 2nd trimesters across fetal growth and
movement patterns; and (2) analyzing possible effects
of mothers’ anxiety and depression at the 1st and 2nd
trimesters on fetal growth and activity at 20-22 weeks
of gestation. The effect of mothers’ socio demo-
graphics and substance consumption and fetus’
gender were also analyzed.

Methods

After approval from the Ethical Committee, partici-
pants were recruited at the antenatal Obstetric Unit
(Julio Dinis Maternity Hospital, Porto, Portugal).
Medical records were consulted and all identified
women up to 14 weeks of gestation were contacted,
except those with multiple gestations and with
medical and/or obstetric complications. After in-
formed consent, which included permission for
recording fetal behavior, mother’s socio-demo-
graphics were collected. Repeated measures of
anxiety (STAI-S) and depression (EPDS) were
obtained at the 1st and 2nd pregnancy trimesters.
At the 2nd pregnancy trimester, fetus’s biometrical
data were collected from clinical reports and in a sub-
sample of 47 fetuses with gestational ages (menstrual
age) greater than or equal to 20 weeks and lower to
23 weeks, a video tape of the fetal behavior was made
by the research team’s obstetrician, during ultra-
sound examination.

Information about demographic factors, such as
age, ethnicity, nationality, employment and occu-
pation, marital status, household arrangements,
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educational attainment, medical and obstetrical
history, psychological status, and substance con-
sumption (tobacco consumption measured by num-
ber of cigarettes per day and coffee consumption
measured by number of espressos per day), was
obtained through a standardized interview.

The Spielberger [61] STAI was used to measure
anxiety symptoms. The STAI is a self-report ques-
tionnaire consisting of two subscales, the state anxiety
subscale and the rrait anxiery subscale, each containing
20 items. Only the state anxiety subscale (STAI-S),
which measures anxiety at the moment of scoring, was
used in the analyses. The scores in this subscale range
from 20 to 80 and higher scores indicate higher state
anxiety (conceptualized as a transient emotional
condition of the individual, characterized by subjec-
tively experienced feelings of tension, together with a
heightened activity of the autonomous nervous sys-
tem). This scale has been used in several studies
implemented during pregnancy and the postpartum
period [62,63]. The Portuguese version of the STAI
showed good internal consistency (State and Trait
Cronbach’s o in women = 0.88 and 0.87, respectively)
and construct validity demonstrated by substantial
differences in scores obtained under stressful and
neutral conditions [64]. Authors suggest a cutoff of 45
for high anxiety.

The Portuguese version of the EPDS [65,66], a
self-report questionnaire composed by 10 items in a
likert scale of four points (0-3), was used to assess
depressive symptoms. Psychometric studies of the
EPDS Portuguese version showed good internal
consistency (Cronbach « = 0.85), test-retest reliabil-
ity (Spearman Correlation=0.75), and external
validity with the Schedule for Affective Disorders
and Schizophrenia (SADS psychiatric interview)
(r=0.86) [67]. A score higher than 10 indicates the
probable presence of a major depressive episode with
a sensitivity of 29% and specificity of 96% [68]. This
questionnaire has been used in several studies with
pregnant and postpartum women [63,69], some of
which in Portugal [66-68,70].

Fetal growth and activity were assessed during the
morphological ultrasound of the 2nd trimester of
pregnancy. Fetal growth measures included bipar-
ietal distance (BPD), head circumference (HC),
abdominal circumference (AC), and femur length
(FL). These measures were obtained by the obstet-
rician of the research team, using standard clinical
measurement protocols [71-73].

The spontaneous motor activity of fetuses, which
reflects the activity of the CNS [1], was video
recorded during the 2nd trimester of pregnancy
real-time ultrasound (General Electric, model Volu-
son c730 expert) following the same procedures and
fetal activity categories used in previous research
[53,74-76]. Since the nature and pattern of fetal
movements can be determined by gestational age,

mother’s feeding and circadian rhythm [77], condi-
tions for fetal movements’ assessment were standar-
dized. All fetuses had gestational ages between 20
and 22 weeks. All video recordings were performed
in the afternoon, between 2:30 p.m. and 4:00 p.m.,
with the mother in a semi supine position. Women
shouldn’t have had food intake, coffee, tea, smoking,
or alcohol consumption for 1 h and 30 min before
the recording. For the fetal movements assignment,
the obstetrician positioned the ultrasound transducer
to obtain a lateral view of the fetus, including
visualization of the head, trunk, and limbs. Taking
into account the high percentage of time in which
some of the fetuses were not accurately viewable,
leading to the repositioning of the transducer (which
induced non spontaneous fetal behavior), a max-
imum period of three consecutive minutes of good
viewing of the fetus, achieved in all participants, was
selected for fetal behavior scoring. The 3-min period
of video recording was subdivided into 3-s “‘win-
dows”’, in which observers should signal the occur-
rence of the following fetal activity categories
including: (a) Single limb movement (isolated arm,
leg or head movement, without movements in other
body parts); (b) Multiple limb movement (movement
which implies changes in position of the limb
segments towards each other, with limb joints being
active and moving simultaneously); and (c) Gross
body movement (movement involving the whole
body and/or limbs of the fetus lasting a variable
period of time). No movement classification should be
coded when no fetal movements occurred for a
period of 3s. Two consecutive bursts of fetal
movements were considered as independent when a
complete absence of movements was observed
between them. For the data analyses, the percentage
of time (% time) the fetus engaged in total move-
ment, as well as in each movement category, was
calculated.

Records of five fetuses were used in the training of
three observers. Final coding of these records was
reached after the achievement agreement between
the three observers. The remaining records were
rated by two observers, with the achievement of
excellent inter-observers reliability (Kappa of Cohen
greater than or equal to 0.75) in 20 fetal assessments
and good agreement (Kappa of Cohen between 0.40
and 0.75) in 22 fetal assessments. In this case, a third
observer was used in order to obtain the final
quotation.

Multivariate analyses of variance (MANOVA)
were used to examine mothers’ 1st and 2nd
trimester’s anxiety (STAI-S <45 wversus STAI-S
>45) and depression (EPDS <10 wersus EPDS
>10) group differences across the fetal growth
measures (BPD, HC, AC, and FL; dependent vari-
ables) and fetal activity categories (no movements,
single limb movement, multiple limb movement

RIGHTS

17



and gross body movement; dependent variables) at
the 2nd pregnancy trimester. Multiple regression
analyses were applied to examine the role of mothers’
1st and 2nd trimester’s anxiety (STAI-S total scores)
and depression (EPDS total scores) in the prediction
of fetal growth measures and activity categories,
respectively, at the 2nd trimester of pregnancy. Data
were analyzed using the Statistical Package for the
Social Sciences (SPSS), version 15.0.

Results

The sample involved 147 fetuses (49% females and
51% males) with gestational ages of 20 (44.9%), 21
(34.7%), and 22 (20.4%) weeks (M=21.05;
SD =0.77). The mean of each biometric parameter
(BPD, HC, AC, and FL) was within the normative
range of values expected for the same menstrual age.
Information on fetal outcome is available for 130
fetuses (88.4%). Most of these infants were born
after a normal (86.2%) full-term gestation (96.9%;
M=38.91, SD=1.27, Min=35.00, Max=42.00),
not needing reanimation procedures (94.6%). More
than half of the deliveries were dystocic (51.5%;
40.8% with cesarean section and 10.7% deliveries by
forceps/ventouse), and used anesthetic procedures
(90.0%). At time of birth, newborns’ HC s ranged
between 24.0 and 45.5 cm (M =34.66, SD = 2.66),
most of them (93.1%) had birth weight equal or
higher than 2500 g (M =3191.72, SD =462.04,
Min = 1830.00, Max =4415.00), birth length equal
or higher than 47 cm (83.8%; M =48.70, SD =2.21,
Min =42.00, Max = 55.50), Ponderal index equal or
higher than 2.50 (82.3%; M=2.75, SD=0.26,
Min = 2.15, Max=3.79), and Apgar Index equal or
higher to 7 at the Ist (92.9%) and 5th (99.2%)
minute.

Mothers were primiparous (53.7%) and multi-
parous (46.3%), Portuguese (88.4%), and Caucasian
(93.2%). Most mothers (89.1%) were older than 19
(M =27.04, SD=5.90; Min=15; Max=41), had
completed high school (9-12 years of study) and
were employed. A large percentage of women lived
with their partners (86.4%), and the household
included other elements from the extended family
in 23.8% of cases. From the 147 mothers-to-be, 19
(12.9%) reported tobacco use (14 women with
>3N<10 cigarettes/day and 5 women =10 cigar-
ettes/day; M =2.42, SD=6.79; Min=3; Max=10
cigarettes per day) and 39 (26.5%) espresso coffee
intake (37 women with 1 or 2 espressos/day and
2 women with 3 or 4 espressos/day (Min=1
(75 mg) — Max=4 (+300 mg) cups of coffee
per day), but none reported alcohol or drug
consumption during pregnancy (cf. Table I).

Multivariate analyses of variance (MANOVA)
were used to examine mothers’ 1st and 2nd tri-
mester’s anxiety (STAI-S <45 versus STAI-S > 45)
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Table I. Mother’s socio-demographics (N = 147).

%

Education <9 29.9
(years of school)
>9 and <12 50.4
Graduate 19.7
Occupational status Employed 69.4
Unemployed 21.8
Household 2.0
Student 6.8
Marital status Married 59.2
Co-habitation 27.2
Single/Divorced 13.6
Household Living with partner 74.1
arrangement (and children)
Living with partner 12.2
and extended family
Living with extended 11.6
family without partner
Living without extended 2.1

family and without partner

and depression (EPDS <10 wersus EPDS > 10)
group differences across the fetal growth measures
(BPD, HC, AC, and FL; dependent variables). No
significant group differences were found across the
independent variables of anxiety (STAI-S) at the 1st
trimester (Wilks’ 1=0.977; F(4,142)=0.834;
p=0.506), depression (EPDS) at the 1st trimester
(Wilks> 1=0.981; F(4, 142)= 0.693; p=0.598),
anxiety (STAI-S) at the 2nd trimester (Wilks’
4=0.984; F(4,142)=0.594; p=0.668) and depres-
sion (EPDS) at the 2nd trimester (Wilks’ 1 =0.980;
F(4,142) =0.716; p=0.582).

Different forced entry multiple regression analyses
were performed to identify mother and fetus socio-
demographics and substance consumption potential
predictors (p < 0.150) of each fetal growth measure
(BPD, HC, AC, and FL) at the 2nd pregnancy
trimester.

Parity appeared as a potential socio-demographic
predictor of BPD (f=0.171; p=0.054), HC
(f=0.228; p=0.009), AC (f=0.150; p=0.083)
and FL (f=0.210; p=0.017). Education and
maternal age appeared as potential socio-demo-
graphic predictors of HC (f=0.134; p=0.117) and
AC (=0.231; p=0.027), respectively. Mother’s
smoking during pregnancy emerged as a potential
substance consumption predictor of BPD (ff =0.194;
p=0.021).

In a final hierarchical regression analysis (block-
wise entry), each fetal growth measure (depen-
dent variable) was regressed on mothers’ anxiety
(STAI-S total scores) and depression (EPDS total
scores) at the 1st and 2nd trimesters (Block 1),
followed by previously identified socio-demographic
and substance consumption potential predictors
(Block 2).
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As shown in Table II, mothers’ anxiety (STAI-S
total scores) and depression (EPDS total scores) at
the 1st and 2nd trimesters (Block 1) did not
significantly predict or explain the variance of fetal
growth measures, with the exception of FL. (BPD,
F(4, 141) =0.947, p=0.439; HC, F(4, 141) = 1.046,
p=0.386; AC, F(4, 142) =1.154, p=0.334).

When tobacco consumption and parity variables
were added to the final regression model of BPD
(Block 2), 8.6% of the variance in this dependent
variable was explained, AR>=0.060, AF(2, 139) =
4564, p=0.012, with tobacco consumption

emerging as a significant predictor and STAI-S and
EPDS at both trimesters and parity not contributing
significantly. Mother’s smoking during pregnancy
significantly predicted higher fetus’ BPD (cf.
Table II).

When education and parity were added to the final
regression model of HC (Block 2), 12% of the
variance in this dependent variable was explained,
AR?*=0.091, AF(2, 139)=7.217, p=0.001, with
STAI-S at the 2nd trimester, education and parity
significantly predicting HC, while STAI-S at the 1st
trimester and EPDS at both trimesters did not

Table II. Predictors of fetal growth at 20—22 weeks: multiple hierarchical regression (final model), Blockwise entry (N = 147).

Dependent variables Independent variables R AR? F p t
BPD Step 1
STAI-S 2nd trim —0.249 —1.893
EPDS 2nd trim 0.111 0.856
STAI-S Ist trim 0.149 1.094
EPDS 1st trim 0.026 - 0.947 —0.002 —0.018
Step 2
STAI-S 2nd trim —0.247 —1.921
EPDS 2nd trim 0.060 0.474
STAI-S 1st trim 0.156 1.173
EPDS 1st trim 0.003 0.019
Tobacco use 0.168 2.048*
Parity 0.086 0.060 2.184* 0.163 1.952
HC Step 1
STAI-S 2nd trim —0.255 —1.939
EPDS 2nd trim 0.029 - 1.046 0.058 0.449
STAI-S 1st trim 0.159 1.170
EPDS 1st trim 0.032 0.238
Step 2
STAI-S 2nd trim —0.306 —2.410%
EPDS 2nd trim 0.017 0.139
STAI-S Ist trim 0.168 1.288
EPDS 1st trim 0.067 0.506
Education 0.212 2.557*
Parity 0.120 0.091 3.165%* 0.276 3.312%*
AC Step 1
STAI-S 2nd trim —0.172 —1.313
EPDS 2nd trim —0.005 —0.037
STAI-S 1st trim 0.166 1.221
EPDS 1st trim 0.031 - 1.154 0.106 0.789
Step 2
STAI-S 2nd trim —0.202 —1.585
EPDS 2nd trim —0.012 —0.097
STAI-S 1st trim 0.146 1.107
EPDS 1st trim 0.126 0.962
Maternal age 0.222 2.685%*
Parity 0.101 0.070 2.621% 0.111 1.331
FL Step 1
STAI-S 2nd trim —0.324 —2.501*
EPDS 2nd trim 0.192 1.509
STAI-S 1st trim 0.217 1.616
EPDS 1st trim 0.048 - 1.777 —0.045 —0.334
Step 2
STAI-S 2nd trim —0.336 —2.633%*
EPDS 2nd trim 0.155 1.235
STAI-S Ist trim 0.230 1.736
EPDS 1st trim —0.050 —0.381
Parity 0.085 0.038 2.632% 0.199 2.411*
**p<0.01; *p<0.05.
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contribute significantly. High mother’s anxiety at the
2nd trimester, lower education and primiparity
significantly predicted lower fetus’ HC (cf. Table II).

When maternal age and parity were added to the
final regression model of AC (Block 2), 10.1% of the
variance in this dependent variable was explained,
AR?*=0.070, AF(2, 140)=5.412, p=0.005, with
maternal age emerging as a significant predictor of
AC, while STAI-S and EPDS at both trimesters and
parity did not contribute significantly: lower maternal
age (adolescent motherhood) significantly predicted
lower fetus’s AC (cf. Table II).

In the final hierarchical regression analysis (block-
wise entry) of FL, the model with mother’s anxiety
(STAI-S total scores) and depression (EPDS total
scores) at the 1st and 2nd trimesters (Block 1) was
not significant, although STAI-S at the 2nd preg-
nancy trimester emerged as a significant predictor,
F(4, 142)=1.77, p=0.137. When parity was
added to the model, 8.5% of the variance in FL
was explained, AR®>=0.038; AF(1,141)=5.812,
p=0.017, with STAI-S at the 2nd trimester and
parity as significant predictors, while STAI-S at the
1st trimester and EPDS at either trimester did not
contribute significantly. High mother’s anxiety at the
2nd trimester and primiparity significantly predicted
lower fetus’s FL. (cf. Table II).

As can be seen in Table IIl in this sample the
presence and absence of fetal movements occupied,
on average, the same percentages of the time, and
during the active periods, Gross body movement was
the most prevalent category of fetal activity.

Multivariate analyses of variance (MANOVA)
were used to examine mother’s 1st and 2nd tri-
mester’s anxiety (STAI-S <45 versus STAI-S > 45)
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and depression (EPDS < 10 versus EPDS >10) group
differences across the fetal activity categories (No
movement, Single limb movement, Multiple limb
movement, and Gross body movement) No signifi-
cant group differences were found across the
independent variables of anxiety (STAI-S) (Wilks’
£=0.898; F(4, 42)=1.187; p=0.330) and depres-
sion (EPDS) (Wilks’ 1=0.974; F(4, 42)= 0.275;
p=0.892) at the 1st trimester.

MANOVA multivariate tests did not show sig-
nificant group differences across any fetal activity
categories taking into account the independent
variable depression (EPDS) at the 2nd pregnancy
trimester (Wilks’ /1=0.844; F(4, 42)=1.942;
p=0.121), but MANOVA univariate tests showed
that fetuses of depressed mothers spent significantly
more time in Single limb movements at the 2nd
pregnancy trimester than fetuses of non-depressed
mothers at the time (cf. Table IV).

Significant group differences were found across
the fetal activity categories taking into account the
independent variable of anxiety (STAI-S) at the 2nd
trimester of pregnancy (Wilks’ 2 =0.788; F(4, 42) =
2.831; p=0.036): fetuses of anxious mothers spent
significantly more time in Single limb movements at
the 2nd pregnancy trimester than fetuses of non-
anxious mothers at the time (cf. Table IV).

As for fetal growth measures, different forced entry
multiple regression analyses were performed to
identify mothers’ and fetus’s socio-demographics
and substance consumption potential predictors
(» < 0.150) for each fetal activity category (no move-
ments, single limb movement, multiple limb move-
ment and gross body movement) at the 2nd
pregnancy trimester.

Table III. Fetal activity at 20-22 weeks (N =47).

Min—Max Mean (DP) 25th—75th Percentile
No movement (% time) 1.70-98.30 54.20 (25.17) 33.30-75.00
Single limb movement (% time) 0.00-30.00 8.96 (7.85) 3.30-15.00
Multiple limb movement (% time) 0.00-16.70 3.39 (4.38) 0.00-6.65
Gross body movement (% time) 1.70-96.70 33.45 (22.85) 13.30-45.00

Table IV. Mother’s anxiety and depression (2nd trimester of pregnancy): MANOVA for fetal activity categories at 20-22 weeks (N =47).

Multiple limb

No movement Single limb movement movement Gross body movement

N Mean (SD) F(1,45) Mean (SD) F(1,45) Mean (SD) F(1,45) Mean (SD) F(1,45)
STAI-S
<45 35 52.84 (25.92) 0.397 7.62 (6.34) 4.257* 2.86 (3.66) 2.053 36.68 (23.57) 2.847
>45 12 58.18 (23.43) 12.85 (10.53) 4.94 (5.97) 24.03 (18.34)
EPDS
<10 35 54.98 (25.04) 0.130 7.43 (6.32) 5.730%* 2.74 (3.60) 3.144 34.85 (23.70) 0.506
>10 12 51.92 (26.52) 13.41 (10.25) 5.29 (5.94) 29.38 (20.55)
*p < 0.05.
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Mothers’ coffee intake during pregnancy emerged
as a potential substance consumption predictor of
time spent by the fetus in Single limb movements
(f=—0.334; p=0.024) and Multiple limb move-
ments (f= —0.253; p=0.095). No socio-demo-
graphics and substance consumption potential
predictors were found to the remaining fetal activity
categories.

In a final hierarchical regression analysis (block-
wise entry), each fetal activity category (dependent
variable) was regressed on mother’s anxiety
(STAI-S total scores) and depression (EPDS total
scores) at the Ist and 2nd trimester (Block 1),
followed by previously identified socio-demographic
and substances consumption potential predictors
(Block 2).

As can be seen in Table V, mother’s anxiety
(STAI-S total scores) and depression (EPDS total
scores) at the 1st and 2nd trimester (Block 1) didn’t
significantly predict or explain the variance observed
in the time spent in any of the fetal activity categories,
except for Multiple limb movement (No movement,
F(4,42) =0.855, p=0.499; Single movements,
F(4, 42) =1.681, p=0.172; Gross body movements,
F(4,42) =1.556, p=0.204).

When coffee intake was added to the final reg-
ression model of single limb movement, 25.5% of the
variance was explained, AR*=0.117, AF(1, 41)=
6.420, p=0.015, with coffee intake predicting
significantly less time spent in Single limb move-
ments while STAI-S and EPDS at both trimesters
did not contribute significantly (cf. Table V).

Although STAI-S at the 1st trimester emerged as a
significant predictor of multiple limb movement, the
model with mother’s anxiety (STAI-S total scores)
and depression (EPDS total scores) at the 1st and
2nd trimesters (Block 1) was not significant,
F(4,42) =1.623, p=0.186. The addition of coffee
intake to the model did not contribute significantly to
predict multiple limb movement, AR?>=0.073;
AF(1, 41) =3.766, p=0.059, even though STAI-S
at the 1st trimester remained a significant predictor.
Higher mother’s anxiety at the 1st trimester sig-
nificantly predicted more time spent in Multiple limb
movements (cf. Table V).

Discussion

The focus of the present study was to examine the
effects of mothers’ anxiety and depression and

Table V. Predictors of fetal activity categories at 20—22 weeks: multiple hierarchical regression (final model), Blockwise entry (N =47).

Dependent variables Independent variables AR? F p t
No movement Step 1
STAI-S 2nd trim 0.214 0.729
EPDS 2nd trim —0.282 —1.064
STAI-S 1st trim 0.172 0.659
EPDS 1st trim 0.075 - 0.855 —0.193 —0.804
Single limb movement Step 1
STAI-S 2nd trim 0.062 0.219
EPDS 2nd trim 0.010 0.039
STAI-S 1st trim 0.318 1.267
EPDS Ist trim 0.138 - 1.681 —0.006 —0.026
Step 2
STAI-S 2nd trim 0.007 0.024
EPDS 2nd trim 0.015 0.062
STAI-S 1st trim 0.341 1.442
EPDS 1st trim 0.010 0.044
Coffee intake 0.255 0.117 2.802* —0.343 —2.534%
Multiple limb movement Step 1
STAI-S 2nd trim —0.459 —1.618
EPDS 2nd trim 0.280 1.089
STAI-S Ist trim 0.566 2.246*
EPDS 1st trim 0.134 - 1.623 —0.166 —0.712
Step 2
STAI-S 2nd trim —0.503 —1.824
EPDS 2nd trim 0.283 1.140
STAI-S 1st trim 0.584 2.391*
EPDS 1st trim —0.153 —0.679
Coffee intake 0.207 0.073 2.137 —0.271 —1.941
Gross body movement Step 1
STAI-S 2nd trim —0.168 —0.592
EPDS 2nd trim 0.129 - 1.556 0.253 0.984
STAI-S Ist trim —0.407 —1.611
EPDS 1st trim 0.247 1.057
*p<0.05.
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associated risk factors during early pregnancy on fetal
growth and activity at 20-22 weeks. In line with
previous epidemiological studies, present results also
observed the vulnerability of fetal development to
mother’s psychological symptoms, as well as to other
socio-demographic and substance consumption risk
factors during early and mid pregnancy. In addition,
current analyses made new contributions to the study
of prenatal determinants of fetal development. First,
present findings associate higher anxiety symptoms,
more than depression symptoms, to both lower fetal
growth and higher fetal activity, although more
significant for fetal behavior. Second, a differential
impact of each risk factor on fetal growth and activity
was pointed out. While lower education, primiparity,
adolescent motherhood, and tobacco consumption
predicted lower fetal growth, coffee intake predicted
lower fetal activity. Finally, the mutual interplay of
the range of risk factors shows its relevance in the
understanding of the course of early infant develop-
ment.

A lack of support was found for the independent
effect of mothers’ anxiety and depression early in
pregnancy on fetal growth measures at 20-22 weeks
of gestation, except for femur length (affected by
mothers’ anxiety at the 2nd trimester of pregnancy).
These findings are consistent with previous studies
which also suggest subtle disruptions in normative
development provoked by maternal psychological
symptoms [56—58]. Even so, when the effects of
mothers’ socio-demographic and substance con-
sumption risk factors was explored in association to
psychological symptoms, maternal education, age,
parity, tobacco consumption during pregnancy and
anxiety symptoms at the 2nd trimester appeared as
significant predictors of fetal growth, suggesting the
relevance of the mutual interplay of the range of
antenatal risk factors in determination of fetal
development [78].

Reported developmental effects of lower educa-
tion, such as preterm delivery, have already been
referred by other studies focused on prenatal
determinants of neonatal outcomes [78]. Although
several mechanisms were proposed to explain the
way socio-demographic factors, such as education,
can operate, namely by the observed correlation of
these factors with adverse life events [79], more
clinical research is needed to further understand the
causal pathways, specifically related to the impact on
fetal growth.

Primiparity was associated in the present study to
lower fetal growth. Similarly, primiparity has been
previously identified as an independent risk factor for
intrauterine growth retardation [17], small-for-gesta-
tional-age [18], or birth weight [17,80]. There is still
an ongoing debate regarding the possible underlying
mechanisms by which parity affects early human
development [for a revision see 15,16].
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The same debate exists when the developmental
effects of maternal age are analyzed. Young maternal
age (adolescent motherhood) was associated in the
present study to lower fetal growth, as observed in
previous researches for obstetric [19,20] and neona-
tal outcomes [21-23]. Maternal nutrition, associated
not only to inadequate or marginal nutritional status
during pregnancy, but also to the hierarchy of
nutrient partitioning in order to promote simulta-
neously for fetal growth and the growth of the
maternal body [21-23], poor socio-economic status
and gynecological immaturity [81], and maternal
somatic features and anthropometrics [24-26] are
some of the factors pointed out as possible mediators
of this effect [for a deeply knowledge of the debate
around the mediation role of these different aspects
see 25].

As mentioned previously, an effect of tobacco
consumption on fetal growth was found in the
present study. Fetuses of mothers who smoked
during pregnancy had higher BPDs than those of
non-smoking mothers. Despite the small number of
women in this sample who reported tobacco con-
sumption, this result it is consistent with previous
findings of Lampl et al. [82], who observed that
smoke exposure was significantly associated with
early growth acceleration in head and abdominal
diameters at 20-27 weeks, followed by altered head
shape (a significantly smaller biparietal to occipital
frontal diameter ratio at 32 weeks), and a proximal/
distal growth gradient as proportionately long arms
(at 27 and 32 weeks) and short legs were apparent by
32 weeks, with a significant reduction in the tibia/
femur ratio. According to these researchers, the
greater early gestational upper body growth with
preferential growth of head dimensions, upper limb
length, and abdominal size with smoke exposure may
reflect an upregulation of normal cellular growth
mechanisms, which can be a sign of an evolutionary
adaptive response strategy. This strategy would
function under conditions of energy restriction, such
as those involved in fetal smoke exposure during
gestation, to preserve fetal development. Through
selective growth restriction and augmentation the
fetus is capable of adjusting its own growth to match
available resources. However, as Lampl et al. [82]
alert, these adaptive strategies may not be entirely
beneficial in the long term, as there may be side
effects of the upregulated cellular functions, which
can cause abnormal, compensatory growth of struc-
tures. Compensatory growth changes the normal
biological design of developing organs and an altered
cellular histology, which leaves the organism at risk
for subsequent functional sequels. This hypothesis
was also sustained by the results of Jaddoe et al. [27]
who found, in a population-based prospective cohort
study, associations between maternal smoking during
pregnancy, mainly from late pregnancy onwards, and

RIGHTS



78 A. Conde et al.

impaired growth in fetal HC and AC. As the present
study did not focus fetal development near the end of
gestation, we cannot assess the validity of this
hypothesis, although preliminary non-published re-
sults obtained with the same sample, associate lower
birth weight in newborns of mothers who smoked
during pregnancy. Further investigation in this
domain, namely in the effect of prenatal anxiety
and depression early in gestation in these growth
patterns is, thus, recommended.

An association between mothers’ anxiety and
depression and higher fetal activity was observed in
the present study, similarly to what previous
researches aimed to analyze the effect of maternal
psychological symptoms on fetal behavior have
found. For instance, Dieter et al. [53] also showed
that fetuses of depressed mothers were more active
than those of non-depressed mothers at the 5th, 6th,
and 7th months of pregnancy. DiPietro et al. [51]
verified, in a sample of 52 mothers and fetuses,
assessed at 24, 30, and 36 weeks of gestation, that the
fetuses of more emotional women, assessing their
lives as more stressful and signalizing more difficul-
ties during pregnancy, were more active, than those
of mothers who perceived their pregnancy with
positive emotionality. Mediation mechanisms invol-
ving stress hormones, the HPA axis and role of the
placenta have been proposed to explain the associa-
tion between maternal psychological symptoms and
fetal behavior [83,84].

Although there is a growing awareness that
quantitative assessment of fetal activity seems to be
more valuable to demonstrate trends in the variance
of activity than for identifying individual fetuses at
high risk [85], it is also true that the inhibition is a
hallmark of neurological development and, conse-
quently, a decrement in fetal activity should be found
during gestation [86,87]. In the same way, a gradual
increment in coordination of motor activity is
expected [88], as both aspects are signs of central
nervous development [1]. Due to that, and despite
the fact some cautions should be taken when general
conclusions are proposed, higher fetal activity,
especially of less coordinate single limb movements,
found in fetus of anxious/depressed mothers when
compared to non-anxious/non-depressed mothers,
can be taken as a sign of higher immaturity of the
nervous system in these fetuses.

Espresso is one of the most popular beverages in
Portugal, being widely consumed. Almost a quarter
of the pregnant women of the sample reported
espresso consumption. Thus, the understanding of
the mutual interplay of the range of risk factors in the
determination of early infant development, proposed
as one of the major aims/contributions of the present
study, requires the analysis of the effect of coffee
intake on fetal growth and activity. An effect of
mothers’ coffee intake during pregnancy on fetal

activity was found, with fewer single movements
being observed in fetuses whose mothers consumed
coffee during gestation, when compared to mothers
without this consumption. Although evaluation of
the human developmental risks of caffeine is difficult
and findings are inconsistent, as already suggested in
previous reports, it is also true that the medical
literature contains many distinct references that
appear to indicate that human adverse reproductive/
developmental effects are produced by caffeine [29].
The fact that many caffeine users are subject to
multiple confounding factors and, the considerable
variation in caffeine content of foods and beverages,
may interfere with the attainment of valid interpreta-
tions [29]. Even so, according to a few epidemiolo-
gical studies it is assumed that one espresso contains
70-80 mg of caffeine, which was sufficient, accord-
ing to some studies, to explain several reported
effects in fetal development [for a revision see 29,89].
The mechanisms through which this impact can be
observed may include the acknowledged association
between coffee intake and the consumption of other
substances, such as alcohol and tobacco [29,90].

The major limitations of the present study were
related to the small size of the sub-sample involved in
the assessment of fetal behavior and to the small
period of 3 min for observation of motor activity,
when compared to previous studies developed in this
domain [59,91]. These limitations resulted from
institutional constraints to the implementation of the
present research which imposed the assessment of
fetal movements by the obstetrician during the
morphological ultrasound routine. Due to that a
maximum period of 10 min was allowed by the
maternity hospital for video recording of fetal
activity. The exclusive interest in fetal spontaneous’
behavior established the use of a period maximum of
3 consecutive minutes of good viewing of the fetus,
achieved by all participants, for fetal behavior
scoring, taking into account the high percentage of
time in which some of the fetuses were not accurately
viewable (which, in turn, determined the need for
repositioning of the transducer). Even so, the similar
distribution of the presence and absence of the
different fetal movement patterns, when compared
with results of previous studies, which aimed at the
quantitative aspects of fetal motor activity [5,86],
suggest that the 3 min observation can be considered
as representative of fetal behavior in mid gestation,
even though some critics can be addressed to the
assessment of fetal behavior, in consequence of the
evolution of ultrasound machines.

Despite these limitations, the current findings
support previous research indicating a detrimental
effect of maternal psychological distress during
pregnancy on fetal development. Mainly when
different risk factors, such as mothers’ psychopatho-
logical symptoms, sociodemographic disadvantage

RIGHTS

17



and substance consumption are combined. The
investigation of the impact of both anxiety and
depression symptoms on fetal growth and behavior,
and the deep understanding of the mutual interplay
of the range of risk factors in the determination of
early infant development appear, in this way, the
major contributions of the present study. The results
of the current research also suggest the differential
impact that these diverse risk factors can have on fetal
growth and activity and the importance of the
moment of exposure in determining the course of
this impact. Interdisciplinary interventions, which
should begin early in gestation and take into account
the bio psychosocial reality of the families, were
recommended. The examination of present findings
in larger samples, namely taking into account
the multiple relationships that can exist between
different risk factors, is advised, in that the deep
knowledge of the pathway by which each prenatal
factor affects child development will allow health
professionals to establish more efficient preventive
interventions.

Acknowledgments

We would like to thank the participants in this study
and we gratefully acknowledge the work of Filomena
Louro of the Scientific Editing Program of University
of Minho and the work of Filipa Seabra for revising
this article. This research was funded under the 2010
Science and Innovation Operational Program (POCI
2010) of the Community Support Board III, and
supported by the European Community Fund
FEDER (POCI/SAU-ESP/56397/2004; Anxiety and
depression in women and men during transition to
parenthood: Effects on fetal and neo-natal behavior and
development) and under a PhD Grant (SFRH/BD/
13768/2003; Impact of mother’s and father’s anxiery
during pregnancy n fetal and neonatal development).

Declaration of interest: The authors report no
conflicts of interest. The authors alone are respon-
sible for the content and writing of the paper.

References

1. Prechtl HFR. The importance of fetal movements. In:
Connolly KJ, Forssberg H, editors. Neurophysiology and
neuropsychology of motor development clinics in develop-
mental medicine. London: MacKeith Press; 1997. No 143/
144. p 42-53.

2. Einspieler C, Prechtl HFR. Prechtl’s assessment of general
movements: a diagnostic tool for the functional assessment of
the young nervous system. Ment Retard Dev Disabil Res Rev
2005;11:61-67.

3. Prechtl HFR. The behavioural states of the newborn infant.
Brain Res 1974;76:185-212.

4. de Vries JIP, Visser GHA, Prechtl HFR. The emergence of
fetal behaviour: I. Qualitative aspects. Early Hum Dev
1982;7:301-322.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

Mother’s anxiety and depression 79

. de Vries JIP, Visser GHA, Prechtl HFR. The emergence of

fetal behaviour: II. Quantitative aspects. Early Hum Dev
1985;12:99-120.

. DiPietro JA, Hodgson DM, Costigan KA, Hilton SC, Johnson

TRB. Fetal neurobehavioral development. Child Dev
1996;67:2553-2567.

. Andonotopo W, Medic M, Salihagic-Kadic A, Milenkovic D,

Maiz N, Scazzocchio E. The assessment of fetal behavior in
early pregnancy: comparison between 2D and 4D sonographic
scanning. J Perinat Med 2005;33:406—414.

. Kurjak A, Andonotopo W, Hafner T, Salihagic Kadic A,

Stanojevic M, Azumendi G, Ahmed B, Carrera JM, Troyano
JM. Normal standards for fetal neurobehavioral develop-
ments — longitudinal quantification by four-dimensional
sonography. J Perinat Med 2006;34:56—65.

. Kaplan LA, Evans L, Monk C. Effects of mothers’ prenatal

psychiatric statusand postnatal caregiving on infant behavioral
regulation: can prenatal programming be modified? Early
Hum Dev 2008;84:249-256.

O’Connor TG, Heron J, Golding J, Beveridge M, Glover V.
Maternal antenatal anxiety and children’s behavioral/emo-
tional problems at 4 years. Br J Psychiatry 2002;180:502-508.
Wadhwa PD. Psychoneuroendocrine processes in human
pregnancy influence fetal development and health. Psycho-
neuroendocrinology 2005;30:724-743.

Rutter DR, Quine L. Inequalities in pregnancy outcome: a
review of psychosocial and behavioural mediators. Soc Sci
Med 1990;30:553-568.

Croteau A, Marcoux S, Brisson C. Work activity in
pregnancy, preventive measures, and the risk of preterm
delivery. Am J Epidemiol 2007;166:951-965.

Zhang J, Bowes WA, Jr. Birth-weight-for-gestational-age
patterns by race, sex, and parity in the United States
population. Obstet Gynecol 1995;86:200-208.

Ego A, Zeitlin J. Parity and growth restriction: on whom the
burden of proof? BJOG 2009;116:1136-1137.

Gardosi J, Francis A. Parity and smallness for gestational age
(letter). BJOG 2009;116:1135-1136.

Shoham-Vardi I, Leiberman JR, Kopernik G. The association
of primiparity with intrauterine growth retardation. Eur J
Obstet Gynecol Reprod Biol 1994;53:95-101.

Zhang X, Cnattingius S, Platt RW, Joseph KS, Kramer MS.
Are babies born to short, primiparous, or thin mothers
“normally” or ‘“‘abnormally’® small? J Pediatr 2007;150:603—
607, 607.e1—e3.

Cleary-Goldman J, Malone FD, Vidaver ], Ball RH, Nyberg
DA, Comstock CH, Saade GR, Eddleman KA, Klugman S,
Dugoff L, et al. Impact of maternal age on obstetric outcome.
Obstet Gynecol 2005; 105(5 Part 1):983-990.

Usta IM, Zoorob D, Abu-Musa A, Naassan G, Nassar AH.
Obstetric outcome of teenage pregnancies compared with
adult pregnancies. Acta Obstet Gynecol Scand 2008;87:178—
183.

Wallace JM, Aitken RP, Milne JS, Hay WW, Jr. Nutritionally
mediated placental growth restriction in the growing adoles-
cent: consequences for the fetus. Biol Reprod 2004;71:1055—
1062.

Wallace ], Bourke D, Da Silva P, Aitken R. Nutrient
partitioning during adolescent pregnancy. Reproduction
2001;122:347-357.

Wallace JM, Luther JS, Milne JS, Aitken RP, Redmer DA,
Reynolds LP, Hay WW Jr. Nutritional modulation of
adolescent pregnancy outcome — a review. Placenta 2006527
(Suppl A):S61-S68.

Ay L, Kruithof CJ, Bakker R, Steegers EA, Witteman JC, Moll
HA, Hofman A, Mackenbach JP, Hokken-Koelega AC,
Jaddoe VW. Maternal anthropometrics are associated with
fetal size in different periods of pregnancy and at birth. The
generation R study. BJOG 2009;116:953-963.

RIGHTS



80

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

A. Conde et al.

Kirchengast S, Hartmann B. Impact of maternal age and
maternal somatic characteristics on newborn size. Am J] Hum
Biol 2003;15:220-228.

Rodrigues T, Barros H. Comparison of risk factors for small-
for-gestational-age and preterm in a Portuguese cohort of
newborns. Matern Child Health J 2007;11:417-424.

Jaddoe VW, Verburg BO, de Ridder MA, Hofman A,
Mackenbach JP, Moll HA, Steegers EA, Witteman JC.
Maternal smoking and fetal growth characteristics in different
periods of pregnancy. The generation R study. Am ]
Epidemiol 2007;165:1207-1215.

Salihu HM, Wilson RE. Epidemiology of prenatal smoking
and perinatal outcomes. Early Hum Dev 2007;83:713-720.
Christian MS, Brent RL. Teratogen update: evaluation of the
reproductive and developmental risks of caffeine. Teratology
2001;64:51-78.

Nehlig A, Debry G. Potential teratogenic and neurodevelop-
mental consequences of coffee and caffeine exposure: a review
on human and animal data. Neurotoxicol Teratol 1994;16:531—
543.

Wendler CC, Busovsky-McNeal M, Ghatpande S, Kalinowski
A, Russell KS, Rivkees SA. Embryonic caffeine exposure
induces adverse effects in adulthood. FASEB ] 2009;23:1272—
1288.

O’Leary CM, Nassar N, Kurinczuk JJ, Bower C. The effect of
maternal alcohol consumption on fetal growth and preterm
birth. BJOG 2009;116:390-400.

Bracken MB, Triche EW, Belanger K, Hellenbrand K,
Leaderer BP. Association of maternal caffeine consumption
with decrements in fetal growth. Am ] Epidemiol 2003;
157:456-466.

Grosso LM, Rosenberg KD, Belanger K, Saftlas AF, Leaderer
B, Bracken MB. Maternal caffeine intake and intrauterine
growth retardation. Epidemiology 2001;12:447-455.

Hanke W, Sobala W, Kalinka J. Environmental tobacco
smoke exposure among pregnant women: impact on fetal
biometry at 20-24 weeks of gestation and newborn
child’s birth weight. Int Arch Occup Environ Health 2004;
77:47-52.

Momoi N, Tinney JP, Liu L], Elshershari H, Hoffmann P]J,
Ralphe JC, Keller BB, Tobita K. Modest maternal caffeine
exposure affects developing embryonic cardiovascular func-
tion and growth. Am ] Physiol Heart Circ Physiol 2008;
294:H2248-H?2256.

Vielwerth SE, Jensen RB, Larsen T, Greisen G. The impact of
maternal smoking on fetal and infant growth. Early Hum Dev
2007;83:491-495.

Clausson B, Granath F, Ekbom A, Lundgren S, Nordmark A,
Signorello LB, Cnattingius S. Effect of caffeine exposure
during pregnancy on birth weight and gestational age. Am J
Epidemiol 2002;155:429-436.

Mercer BM, Merlino AA, Milluzzi CJ, Moore JJ. Small fetal
size before 20 weeks’ gestation: associations with maternal
tobacco use, early preterm birth, and low birthweight. Am J
Obstet Gynecol 2008;198:673.e1—e7.

Coppens M, Vindla S, James DK, Sahota DS. Computerized
analysis of acute and chronic changes in fetal heart rate
variation and fetal activity in association with maternal
smoking. Am J Obstet Gynecol 2001;185:421-426.
Cowperthwaite B, Hains SM, Kisilevsky BS. Fetal behavior in
smoking compared to non-smoking pregnant women. Infant
Behav Dev 2007;30:422-430.

Bech BH, Nohr EA, Vaeth M, Henriksen TB, Olsen J. Coffee
and fetal death: a cohort study with prospective data. Am J
Epidemiol 2005;162:983-990.

Aliyu MH, Wilson RE, Zoorob R, Brown K, Alio AP, Clayton
H, Salihu HM. Prenatal alcohol consumption and fetal growth
restriction: potentiation effect by concomitant smoking.
Nicotine Tob Res 2009;11:36-43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

Odendaal HJ, Steyn DW, Elliott A, Burd L. Combined effects
of cigarette smoking and alcohol consumption on perinatal
outcome. Gynecol Obstet Invest 2009;67:1-8.

Hansen D, Lou HC, Olsen J. Serious life events and
congenital malformations: a national study with complete
follow-up. Lancet 2000;356:875-880.

Glynn LM, Wadhwa PD, Dunkel-Schetter C, Chicz-Demet
A, Sandman CA. When stress happens matters: effects of
earthquake timing on stress responsivity in pregnancy. Am J
Obstet Gynecol 2001;184:637-642.

Lederman SA, Rauh V, Weiss L, Stein JL, Hoepner LA,
Becker M, Perera FP. The effects of the World Trade Center
event on birth outcomes among term deliveries at three lower
Manhattan hospitals. Environ Health Perspect 2004;112:
1772-1778.

Field T, Diego M, Hernandez-Reif M, Schanberg S, Kuhn C,
Yando R, Bendell D. Pregnancy anxiety and comorbid
depression and anger: effects on the fetus and neonate.
Depress Anxiety 2003;17:140-151.

Field T, Diego MA, Dieter J, Hernandez-Reif M, Schanberg
S, Kuhn C, Yando R, Bendell D. Depressed withdrawn and
intrusive mothers’ effects on their fetuses and neonates. Infant
Behav Dev 2001;24:27-39.

Precht DH, Andersen PK, Olsen ]J. Severe life events and
impaired fetal growth: a nation-wide study with complete
follow-up. Acta Obstet Gynecol Scand 2007;86:266—275.
DiPietro JA, Hilton SC, Hawkis M, Costigan KA, Pressman
EK. Maternal stress and affect influence fetal neurobehavioral
development. Dev Psychol 2002;38:659—668.

Van den Bergh BR. The influence of maternal emotions
during pregnancy on fetal and neonatal behaviour. J Prenat
Perinat Psychol Health 1990;5:119-130.

Dieter JN, Field T, Hernandez-Reif M, Jones NA, Lecanuet
JP, Salman FA, Redzepi M. Maternal depression and in-
creased fetal activity. J Obstet Gynaecol 2001;21:468-473.
Groome L], Swiber M], Bentz LS, Holland SB, Atterbury JL.
Maternal anxiety during pregnancy: effect on fetal behaviour
at 38 to 40 weeks of gestation. ] Dev Behav Pediatr 1995;
16:391-396.

Sjostrom K, Valentin L, Thelin T, Marsal K. Maternal anxiety
in late pregnancy: effect on fetal movements and fetal heart
rate. Early Hum Dev 2002;67:87-100.

Aarts MC, Vingerhoets A]J. Psychosocial factors and intrau-
terine fetal growth: a prospective study. ] Psychosom Obstet
Gynaecol 1993;14:249-258.

Hedegaard M, Henriksen TB, Sabroe S, Secher NJ. The
relationship between psychological distress during pregnancy
and birth weight for gestational age. Acta Obstet Gynecol
Scand 1996;75:32-39.

Rondo6 PH, Ferreira RF, Nogueira F, Ribeiro MC, Lobert H,
Artes R. Maternal psychological stress and distress as
predictors of low birth weight, prematurity and intra-
uterine growth retardation. Eur J Clin Nutr 2003;57:266—272.
Bartha JL, Martinez-Del-Fresno P, Romero-Carmona R,
Hunter A, Comino-Delgado R. Maternal anxiety and fetal
behavior at 15 weeks’ gestation. Ultrasound Obstet Gynecol
2003;22:57-62.

DiPietro JA, Novak MF, Costigan KA, Atella LD, Reusing
SP. Maternal psychological distress during pregnancy in
relation to child development at age two. Child Dev 2006;
77:573-587.

Spielberger CD. State-trait anxiety inventory (Form Y).
Redwood City, CA: Mind Garden, Inc.; 1983.

Breitkopf CR, Primeau LA, Levine RE, Olson GL, Wu ZH,
Berenson AB. Anxiety symptoms during pregnancy and
postpartum. J Psychosom Obstet Gynaecol 2006;27: 157-162.
Da Costa D, Larouche ], Dritsa M, Brender W. Psychosocial
correlates of prepartum and postpartum depressed mood.
J Affect Disord 2000;59:31-40.

RIGHTS

Ay



64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

Biaggio AMB, Natalicio L, Spielberger CD. The development
and validation of an Portuguese form of the state-trait anxiety
inventory. In: Spielberger CD, Diaz-Guerrero R, editors.
Cross-cultural research on anxiety. Washington, DC: Hemi-
sphere/Wiley; 1976. p 29-40.

Cox JL, Holden JM, Sagovsky R. Detection of postnatal
depression: development of the 10-item Edinburgh Depres-
sion Scale. Br J Psychiatry 1987;150:782-786.

Augusto A, Kumar R, Calheiros JM, Matos E, Figueiredo E.
Post-natal depression in an urban area of Portugal: compar-
ison of childbearing women and matches controls. Psychol
Med 1996;26:135-141.

Figueiredo B, Pacheco A, Costa R. Depression during
pregnancy and the postpartum period in adolescent and adult
Portuguese mothers. Arch Womens Ment Health 2007;
10:103-109.

Areias M, Kumar R, Barros H, Figueiredo E. Comparative
incidence of depression in women and men, during pregnancy
and after childbirth. Validation of the Edinburgh postnatal
depression scale in Portuguese mothers. Br J Psychiatry
1996;169:30-35.

Evans ], Heron J, Francomb H, Oke S, Golding J. Cohort
study of depressed mood during pregnancy and after child-
birth. BMJ 2001;323:257-260.

Teixeira C, Figueiredo B, Conde A, Pacheco A, Costa R.
Anxiety and depression during pregnancy in women and men.
J Affect Disord 2009;119:142-148.

Chitty LS, Altman DG, Henderson A, Campbell S. Charts of
fetal size: 2 head measurements. Br J Obstet Gynaecol
1994;101:35-43.

Chitty LS, Altman DG, Henderson A, Campbell S. Charts of
fetal size: 3 abdominal measurements. Br J Obstet Gynaecol
1994;101:125-131.

Chitty LS, Altman DG, Henderson A, Campbell S. Charts of
fetal size: 4 femur length. Br J Obstet Gynaecol 1994;101:132—
135.

Diego MA, Field T, Hernandez-Reif M. BIS/BAS scores are
correlated with frontal EEG asymmetry in intrusive and
withdrawn depressed mothers. Infant Ment Health ]
2001;22:665-675.

Field T, Diego M, Dieter J, Hernandez-Reif M, Schanberg S,
Kuhn C, Yando R, Bendell D. Prenatal depression effects on
the fetus and the newborn. Infant Behav Dev 2004;27:216—
229.

Field T, Hernandez-Reif M, Diego M, Figueiredo B,
Schanberg S, Kuhn C. Prenatal cortisol, prematurity and
low birthweight. Infant Behav Dev 2006;29:268-275.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

Mother’s anxiety and depression 81

de Vries JIP, Fong BF. Normal fetal motility: an overview.
Ultrasound Obstet Gynecol 2006;27:701-711.

Peacock JL, Bland JM, Anderson HR. Preterm delivery:
effects of socioeconomic factors, psychological stress, smok-
ing, alcohol, and caffeine. BMJ 1995;311:531-535.

Newton RW, Webster PAC, Binu PS, Maskrey N, Phillips
AB. Psychosocial stress in pregnancy and its relation to the
onset of premature labour. BMJ 1979;2:411-413.

Gardosi ], Mongelli M, Wilcox M, Chang A. An adjustable fetal
weight standard. Ultrasound Obstet Gynecol 1995;6:168-174.
Fraser AM, Brockert JE, Ward RH. Association of young
maternal age with adverse reproductive outcomes. N Engl ]
Med 1995;332:1113-1117.

Lampl M, Kuzawa CW, Jeanty P. Prenatal smoke exposure
alters growth in limb proportions and head shape in the
midgestation human fetus. Am J Hum Biol 2003;15:533-546.
DiPietro JA, Kivlighan KT, Costigan KA, Laudenslager ML.
Fetal motor activity and maternal cortisol. Dev Psychobiol
2009;51:505-512.

O’Donnell K, O’Connor TG, Glover V. Prenatal stress and
neurodevelopment of the child: focus on the HPA axis and
role of the placenta. Dev Neurosci 2009;31:285-292.

de Vries JIP, Fong BF. Changes in fetal motility as a result of
congenital disorders: an overview. Ultrasound Obstet Gynecol
2007;29:590-599.

Roodenburg PJ, Wladimiroff JW, van Es A, Prechtl HFR.
Classification and quantitative aspects of fetal movements
during the second half of pregnancy. Early Hum Dev
1991;25:19-35.

Ten Hof J, Nijhuis IJ, Mulder EJ, Nijhuis JG, Narayan H,
Taylor DJ, Westers P, Visser GH. Longitudinal study of fetal
body movements: nomograms, intrafetal consistency, and
relationship with episodes of heart rate patterns A and B.
Pediatr Res 2002;52:568-575.

D’Elia A, Pighetti M, Moccia G, Santangelo N. Spontaneous
motor activity in normal fetuses. Early Hum Dev 2001;65:
139-147.

McGowan ], Devoe LD, Searle N, Altman R. The effects of
long- and short-term maternal caffeine ingestion on human
fetal breathing and body movements in term gestations. Am J
Obstet Gynecol 1987;157:726—729.

Huisman M, Risseeuw B, van Eyck J, Arabin B. Nicotine and
caffeine. Influence on prenatal hemodynamics and behavior in
early twin pregnancy. ] Reprod Med 1997;42:731-734.
Robles de Medina PG, Visser GH, Huizink AC, Buitelaar JK,
Mulder EJ. Fetal behaviour does not differ between boys and
girls. Early Hum Dev 2003;73:17-26.

RIGHTS

Ay



82

A. Conde et al.

Current knowledge on this subject

e Psychological development begins during the gestational period, and prenatal influences can explain a
significant part of the child’s future behavioral and developmental variability.

o Psychosocial distress, socio-demographic disadvantage, and substance consumption have been
suggested as risk factors of fetal development.

e Non consensual results related to the effects of maternal anxiety and depression during pregnancy on
fetal growth and activity was obtained.

What this study adds

e Support for the previous findings suggesting the vulnerability of fetal development to maternal
psychological distress (anxiety and depression) during pregnancy, mainly when associated with other
risk factors such as socio-demographic disadvantage, tobacco use and coffee intake.

e The differential impact of the diverse risk factors on fetal growth and activity.

e The importance of the moment of exposure in determination of the course of this impact.
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