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2 1.1. Introduction

1.1 Introduction

Since the middle of the 20th century, when the concepts underpinning psychologi-
cal stress were first defined, there has been an explosion of interest in how stress
influences health and disease. Stress may affect health directly, by activating spe-
cific physiological responses, or indirectly through its influence on health-related
behaviors, e.g. alcohol use or smoking (Segerstrom & O’Connor, 2012). Stress can
be defined as an individual’s response to an environmental condition or a stimulus.
Although, stress responses can be adaptive by preserving homeostasis or maladap-
tive if responses become chronic, the term stress is often only used as a synonym
for distress and not for eustress (Koolhaas et al., 2011; Selye, 1976). Stimuli
can trigger both physiological and psychological or behavioral responses. From
a psychological point of view, a stimulus becomes a stressor when it is appraised
or perceived as a threat (Lazarus & Folkman, 1984). Such an appraisal process
can elicit psychological stress responses such as state anxiety or anger (Spielberger
& Sarason, 2013). Typical physiological stress responses are an elevated heart
rate (HR) and reduced heart rate variability (HRV), which express alterations in
autonomic nervous system (ANS) activity (Berntson & Cacioppo, 2004).

In non-pregnant populations it is extensively studied that the ANS plays a key
role in psychological and physical wellbeing. It is believed that the ANS provides a
common pathway linking negative affective states and conditions to ill health (Kemp
& Quintana, 2013; Thayer, Yamamoto, & Brosschot, 2010). For instance, anxiety
and depression are known to be strongly associated with reduced HRV (Friedman
& Thayer, 1998a; Kemp et al., 2010). In contrast, there is much less known
about ANS activity during pregnancy and its relationship with the psychological
functioning of the pregnant woman. Nevertheless, it is suggested that altered
activity in stress response systems such as the ANS and the hypothalamic-pituitary-
adrenal (HPA) axis might mediate and thus provide insight into the relationship
between psychological functioning (e.g. distress or anxiety) during pregnancy
and fetal (brain) development and later cognitive, behavioral and social-emotional
development of the child (Glover, 2011; Talge, Neal, Glover, Stress, & Translational
Research and Prevention Science Network: Fetal and Neonatal Experience on Child
and Adolescent Mental Health, 2007; Van den Bergh, Mulder, Mennes, & Glover,
2005; Weinstock, 2008). Research about the relation between the emotional state
of the pregnant mother and consequences for her (unborn) child regained attention
when the developmental origins of health and disease (DOHaD) hypothesis was
formed. According to this hypothesis, which is fundamentally based on Barker’s
idea on fetal programming (Barker, Winter, Osmond, Margetts, & Simmonds, 1989),
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health and disease in adulthood have their origin in early life, namely during
fetal and early childhood development (Barker, 2007). Maternal psychological
functioning and associated physiological responses may affect fetal development as
it may cause fetal cortisol exposure and altered blood flow to the uterus (Dipietro,
2012; Mulder et al., 2002; Réaikkonen, Seckl, Pesonen, Simons, & Van den Bergh,
2011; Van den Bergh et al., 2005).

The main goal of this dissertation is to study the association between ANS activity
and the psychological functioning of a pregnant woman. Since women undergo
marked physiological changes during pregnancy (Silversides & Colman, 2007),
ANS functioning is studied in all three trimesters of pregnancy. ANS functioning is
examined from both the perspective of physiological responses to (acute) stressors
and basal ANS activity.

In the next section of this introductory chapter the ANS and important ANS-
related cardiovascular measures such as HRV are described. Subsequently, Sections
1.3.1 and 1.3.2 present earlier findings in the literature on respectively the basal ANS
function and ANS-related responses to stress during pregnancy. Section 1.4 then
presents existing knowledge on the relationship between psychological functioning
and ANS. Section 1.5 describes how psychological functioning can affect child
outcomes. This chapter ends with Section 1.6, which provides an overview of the
aims of this dissertation, the main research questions addressed and an outline of
the following chapters.

1.2 The autonomic nervous system

The hypothalamic-pituitary-adrenal (HPA) axis and the autonomic nervous system
(ANS) are the key physiological mechanisms by which an organism reacts to stress.
HPA axis activation can be measured in a non-invasive and reliable manner, e.g. by
the level of salivary cortisol, which is the HPA axis’ end product. However, HPA axis
responses are beyond the scope of this dissertation, which focuses solely on ANS
activity.

The activities of the ANS are considered automatic or self-regulating; it controls
responses without intervention of the conscious mind (Carlson, 2007). The main
function of the ANS is to keep the body in a balanced internal state (Andreassi, 2007;
Silbernagl & Despopoulos, 2009), by regulating, e.g., the respiration, digestion,
body temperature, and metabolism. The ANS has thus a clear homeostatic function
and is therefore of vital importance for the wellbeing of the organism (Berntson &
Cacioppo, 2004).
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The ANS is traditionally divided into three distinct branches, based on their
anatomical and functional differences. These are the sympathetic nervous system
(SNS), the parasympathetic nervous system (PNS) and the enteric nervous system.
Since the latter branch is not involved in the regulation of the cardiovascular system,
the rest of the dissertation will solely focus on activity in the SNS and PNS. Both the
parasympathetic and sympathetic nerves synapse on the sinoatrial node in order to
influence heart rate (Levy & Pappano, 2007). Traditionally, the sympathetic and
parasympathetic branches have been regarded as acting in an opposite (antagonistic
or reciprocal) manner. Nowadays, it has become clear that this is an oversimplifica-
tion and that both systems may be concurrently active or operate separate of each
other (Andreassi, 2007; Berntson & Cacioppo, 2004).

1.2.1 Sympathetic Nervous System (SNS)

The sympathetic nervous system helps to mediate vigilance, arousal, and activa-
tion, and prompts bodily resources to cope with increased metabolic needs during
challenging situations (Sapolsky, 2004). It prepares the body for high levels of
somatic activity that may be required from an interaction with a stimulus in the
environment (Andreassi, 2007). The SNS tends to be continuously active, but the
degree of activity varies from moment to moment. However, during emergencies or
threat, activity of the SNS comes to a maximum. The SNS is sometimes referred to
as the fight-or-flight branch of the ANS, because it is activated to quickly respond
to a physically or emotionally stressful situation (e.g. to fight against or flight from
a threatening animal). Figure 1.1 shows the major organs that are innervated by
the SNS!. As a result of the SNS activation many physiological stress responses are
elicited, e.g. an increase in heart rate (HR), breathing rate, blood flow to skeletal
muscles, sweating and dilation of eye pupils (Andreassi, 2007; Carlson, 2007). The
responses of the SNS to threat are considered to be adaptive, because it enhances
survival during stressful situations.

1.2.2 Parasympathetic Nervous System (PNS)

The parasympathetic nervous system is primarily concerned with the conservation
of energy and maintenance of organ function during periods of minimal activity
(Sapolsky, 2004). The PNS is sometimes called the rest-and-digest branch, which is
mainly activated during rest and facilitates digestion and absorption of nutrients and
excretion of waste products. Figure 1.2 shows the major organs that are innervated

Figures 1.1 and 1.2 are reproduced from the PhD thesis entitled Prenatal development and later neu-
roendocrine control of cardiovascular function: testing the stress hypothesis (Jones, 2006) with permission
from Dr. Alexander Jones.
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Figure 1.1. The sympathetic nervous system (innervation of major organs). Sym-
pathetic innervation not shown includes that to blood vessels, spleen, piloerector
muscles, sweat glands (cholinergic neurotransmission), adipose tissue, thyroid gland,
ovaries, testes and uterus. Typical effects on target organs are listed. Ach, Acetyl-
choline; NA, Noradrenaline.
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by the PNS. Activity in the PNS elicits among others a decrease in HR and blood
pressure, constriction of pupils and many other responses that are not crucial during
stressful situations (Andreassi, 2007). The level of activity in the PNS is also referred
to as the vagal control or tone, because it resembles the inhibitory control of the
vagus nerve over HR and atrioventricular conduction.

1.2.3 ANS-related cardiovascular measures

Heart Rate (HR) is regulated through both branches of the ANS. Heart rate variability
(HRV) measures oscillations in the interval between consecutive heart beats (or
cardiac cycle length variability), specifically, variability in the intervals between R
waves (i.e., the RR interval). HRV is a non-invasive, accurate means of studying
the beat-by-beat autonomic control of the cardiovascular system. It has become
an important measure in health research. A decreased HRV has been linked to an
increased risk of death and has a predictive value for life expectancy and health
(Bigger, Fleiss, Rolnitzky, & Steinman, 1993; Tsuji et al., 1996).

Typically, standardized HRV measures are calculated from an electrocardiogram
(ECG), which is a recording of the electrical activity of the heart over time produced
by an electrocardiograph, usually in a noninvasive recording via skin electrodes.
There are two main methods of HRV analysis: time-domain analysis and frequency-
domain analysis. Commonly used HRV measures in the time domain are the standard
deviation of interbeat intervals (SDNN), square root of the mean squared differences
of successive interbeat intervals (RMSSD) and the portion of interval differences of
successive interbeat intervals greater than 50 ms (pNN50). Frequency-domain HRV
measures describe cardiovascular oscillations at certain frequency ranges and are
calculated using a standard spectral analysis. As a result, one can distinguish, for
example, between high frequency HRV (HF HRV) and low frequency HRV (LF HRV).
RMSSD, pNN50 and HF HRV are accepted measures of parasympathetic activity,
whereas LF is a marker for both sympathetic and parasympathetic modulation (Task
Force of the European Society of Cardiology and the North American Society of
Pacing and Electrophysiology, 1996).

The pre-ejection period (PEP) is a promising pure measure of activity in the
SNS and relies on thoracic impedance cardiography (Newlin & Levenson, 1979),
which aims to record the change in impedance over the thorax. These impedance
changes are correlated to the aortic blood flow. PEP is derived from the impedance
cardiogram (ICG) as the interval (measured in milliseconds) between Q-wave onset,
which marks the depolarization of the ventricles, and the B-point, which represents
the opening of the aortic valve and subsequent ventricular ejection.
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Figure 1.2. The parasympathetic nervous system (innervation of major organs).
Parasympathetic ganglia are represented as discrete but are usually very close or
embedded within target organs.
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Chapter 2 contains more details on how HRV measures and PEP are calculated
from ECG and ICG recordings.

1.3 The autonomic nervous system during pregnancy

1.3.1 Basal ANS functioning during pregnancy

From a cardiovascular point of view, pregnancy is associated with marked adaptations
such as increased stroke volume (SV) and heart rate (HR) (Abbas, Lester, & Connolly,
2005; Moertl et al., 2009; Silversides & Colman, 2007). The autonomic nervous
system plays a central role in these changes. It is known that ANS activity is shifted
towards higher sympathetic and lower vagal modulation (e.g. reduced heart rate
variability (HRV)) over the course of pregnancy (Kuo, Chen, Yang, Lo, & Tsai, 2000).
The increased SV and HR generate higher cardiac output to offset the drop in
systemic vascular resistance that occurs early in pregnancy (Abbas et al., 2005;
Thornburg, Jacobson, Giraud, & Morton, 2000). The net effect is a slight decrease
in mean blood pressure with the decline in DBP being larger than the SBP fall (Abbas
et al., 2005). Since cardiac output keeps rising until the end of pregnancy and
systemic vascular resistance regains again (Clark et al., 1989; Easterling, Benedetti,
Schmucker, & Millard, 1990; Thornburg et al., 2000), blood pressure parameters
increase again to pre-pregnancy levels by term (Christian, 2012; Hermida et al.,
2000).

Most studies on physiological changes during pregnancy are based on relatively
short-term recordings. While short-term HRV recordings can provide relevant data
on autonomic function under specific controlled conditions, 24-hour ambulatory
ECG recordings might provide a better view on individuals’ basal autonomic nervous
system activity in normal day-to-day activities. Moreover, it allows the analysis
and comparison of ultra low frequency (ULF) HRV and sleep and circadian rhythm
data. Nevertheless, so far there only exist two studies on 24-hour recordings of
HRV during pregnancy. One study was based on 24-hour ECG recordings in 16
healthy women between 11 and 27 weeks of pregnancy and in 12 women before
pregnancy, and found that pregnancy was associated with lower SDNN, VLF HRV
and HF HRV (Ekholm, Hartiala, & Huikuri, 1997). Remarkably, HF HRV in pregnant
women was only blunted during sleeping hours, suggesting that pregnancy reduces
the capability of the vagus to activate normally during sleep (Ekholm et al., 1997).
Similar results were found in a study with 24-hour ECG recordings for eight healthy
pregnant volunteers (Stein et al., 1999). With the exception of a decrease in LF
HRY, the latter study found no significant changes in daytime or nighttime HRV as
pregnancy advances (Stein et al., 1999). These findings, clearly, need to be carefully
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interpreted, as these are based on rather small samples. Moreover, no single study
included PEP as a measure of SNS activity, limiting the knowledge about circadian
ANS function during pregnancy.

1.3.2 ANS reactivity to acute stressors during pregnancy

Given the marked basal physiological changes during pregnancy, one could also
wonder how pregnant women physiologically react to stressful situations in everyday
life. Stress reactivity is typically studied in the laboratory by means of standardized
stress tests or protocols, in which physiological responses to acute stressors are
measured. Stress tests mostly involve pain and discomfort (cold, heat and noise) or
psychological stress (cognitive tests: color-word, mental arithmetic, mirror image
tracing) (de Weerth & Buitelaar, 2005).

Research on physiological stress reactivity during pregnancy is mostly focused
on HR and blood pressure and only rarely includes HRV or PEP as a physiological
measure for stress responses. A review study concluded that physiological stress
reactivity to laboratory challenges in human pregnancy is clearly present (de Weerth
& Buitelaar, 2005). More specifically, HR and blood pressure of pregnant women
tend to increase during mental arithmetic stress tests (Matthews & Rodin, 1992;
McCubbin et al., 1996; Monk et al., 2000). Other frequently used stress tests
during pregnancy are the Stroop color-word test and cold pressor test, which also
show significant increases in BP and HR (de Weerth & Buitelaar, 2005). Notably,
the design of the study (e.g., test protocol and kind of stressor used in experimental
settings) can influence the kind of association found, as, for instance, in a sample of
third-trimester pregnant women, reactivity to the Stroop color-word test was found
to be greater than the reactivity to a mental arithmetic task (Monk et al., 2001).

To the best of our knowledge, only one study examined HRV reactivity to induced
stress during pregnancy and found that exposure to the Trier Social Stress Test was
linked to a significant decrease in HF HRV and a significant increase in LF/HF ratio
(Klinkenberg et al., 2009). No studies exist examining PEP reactivity to laboratory
stressors during pregnancy.

Besides marked changes in basal ANS activity (see Section 1.3.1), over the
course of pregnancy women also have reduced cardiovascular responses to stress,
as HR and blood pressure reactivity is typically attenuated at later compared to
earlier pregnancy (DiPietro, Costigan, & Gurewitsch, 2003; Entringer et al., 2010).
Likewise, although examined in only one study, there is a trend-significant decrease
in autonomic response as expressed in HRV as pregnancy advances (Klinkenberg et
al., 2009). To obtain a better understanding of autonomic reactivity in pregnancy
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and how it evolves, more studies focusing on different stages in the pregnancy are
needed (de Weerth & Buitelaar, 2005).

1.4 Psychological correlates of autonomic activity

It is generally known from non-pregnant populations that many factors might have
an influence on the ANS. Some variables thought to influence HRV are widely
investigated, e.g. gender (less relevant for this dissertation), age and BMI. Both
LF HRV and HF HRV decrease with increasing age (Umetani, Singer, McCraty, &
Atkinson, 1998; Zhang, 2007). BMI is inversely related to HF HRV, indicating that
the parasympathetic activity is greater in individuals with a lower BMI (Molfino et
al., 2009; Vallejo, Marquez, Borja-Aburto, Cardenas, & Hermosillo, 2005). Besides
subject characteristics such as age and BMI, there also exist psychological correlates
of autonomic activity, which play a key role in this dissertation. In particular, this
section presents important earlier findings on the relationship between anxiety
(Section 1.4.1), depression (Section 1.4.2) and ANS functioning. However, by solely
focusing on the stressful nature of pregnancy, potential positive associations with
ANS functioning might be overlooked. In this dissertation, it is studied how ANS
functioning is associated with mindfulness (Section 1.4.3) and physical exercise
during pregnancy (Section 1.4.4).

Although anxiety and depression are clearly related to each other and share a
substantial component of general affective distress, empirical studies have shown
that they are two separate, but often comorbid, constructs (Watson, 2005). Anxiety
and depression can be differentiated on the basis of positive and negative affectivity.
Negative affectivity represents a nonspecific factor common to both anxiety and
depression, whereas low positive affectivity is a specific factor that is mainly related
to depression (Watson, 2005).

It must be noted that mindfulness is related to anxiety and depression. Mind-
fulness predicts self-regulated behavior, positive emotional states and lower mood
disturbance and less distress (Baer, Smith, Hopkins, Krietemeyer, & Toney, 2006;
Baer et al., 2008; Brown & Ryan, 2003). Moreover, mindfulness-based therapy
can reduce feelings of both anxiety and depression (Hofmann, Sawyer, Witt, & Oh,
2010). Techniques enhancing mindfulness during pregnancy also reduce anxiety
and perceived stress for up to two months after the intervention (Bastani, Hidarnia,
Kazemnejad, Vafaei, & Kashanian, 2005; Beddoe, Paul Yang, Kennedy, Weiss, & Lee,
2009; Vieten & Astin, 2008). Likewise, it is also worth mentioning that physical
exercise is linked to less anxiety and depression (Mello et al., 2013; Salmon, 2001;
Strohle, 2009). Regular physical exercise during pregnancy has also been associated
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with improved psychological functioning (Poudevigne & O’Connor, 2006).

1.4.1 Anxiety

Symptoms

There is not much known about the association between maternal anxiety symptoms
and basal ANS function during pregnancy. One study divided third-trimester preg-
nant participants based on the trait anxiety scale of the STAI pregnant participants
into a low, middle and high anxiety group and could not find significant differences
in basal HR, SBP and DBP between groups (Monk et al., 2004). HRV was not mea-
sured in this study. Studies with non-pregnant populations have similar results on
basal levels of HR and BB and additionally report no significant association between
anxiety and various HRV measures (Choi, Kim, Kim, Kim, & Choi, 2011; Shinba et
al., 2008; Stewart, Buffett-Jerrott, & Kokaram, 2001).

Research on the relationship between anxiety symptoms and stress responsiveness
during pregnancy is also limited and consists of inconsistent results (Christian, 2012;
de Weerth & Buitelaar, 2005). For example, some studies suggest that more anxious
pregnant women have lower HR and blood pressure responses (Monk et al., 2000;
Saisto, Kaaja, Helske, Ylikorkala, & Halmesméki, 2004). In another study no
association between prenatal anxiety and blood pressure or HR reactivity to a
psychological stress test was found (Monk, Myers, Sloan, Ellman, & Fifer, 2003).
These diverse findings might be explained by the use of different stress protocols
(Monk et al., 2003). Previous studies typically do not take into account physiological
changes throughout pregnancy and studies investigating a potential link between
anxiety and HRV reactivity to stress during pregnancy are lacking. Studies with non-
pregnant humans generally suggest that high anxiety is associated with exaggerated
cardiovascular responses (i.e. HR and BP) (Gramer & Saria, 2007; Pointer et al.,
2012).

Disorders

To the best of our knowledge, there are no studies about the autonomic functioning of
pregnant woman with an anxiety disorder so far. Studies with men and non-pregnant
women have linked various types of anxiety disorders (i.e. panic disorder, social
phobia, generalized anxiety disorder) to significantly reduced basal parasympathetic
activity, as indicated by various HRV measures (Blom et al., 2010; Cohen et al.,
2000; Friedman & Thayer, 1998b; Licht, de Geus, van Dyck, & Penninx, 2009;
Thayer, Friedman, & Borkovec, 1996; Yeragani et al., 1991).
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Besides significant basal cardiovascular differences between humans with a
current anxiety disorder and healthy persons, anxiety disorders are also associated
with altered cardiovascular stress responsiveness. For example, patients with a panic
or a post-traumatic stress disorder are shown to have a smaller increase in HR and
less reduction in HF HRV during stress compared to controls (Cuthbert et al., 2003;
Keary, Hughes, & Palmieri, 2009). A similar trend (i.e. reduced SBE DBE HR and
cortisol reactivity) was found in men and women that were ever diagnosed with an
anxiety disorder (de Rooij, Schene, Phillips, & Roseboom, 2010).

Only a few studies have investigated the impact of a prior history of anxiety
disorder on HRV, Patients with a remitted anxiety disorder also tend to have blunted
HRV (Licht et al., 2009). In a study with post-myocardial infarction patients 24-hour
ambulatory ECG data lifetime anxiety disorder predicted reduced basal RMSSD
HRV and HF HRV, even after additional adjustment of anxiety symptoms (Martens,
Nyklicek, Szabd, & Kupper, 2008).

1.4.2 Depression

Research on the autonomic function and depressiveness is mostly focused on depres-
sive disorders. To the best of our knowledge, there is only one study on maternal
depression during pregnancy and HRV, reporting a reduced basal HRV (SDNN) (Shea
et al.,, 2008). This is in line with findings in non-pregnant populations, as a review
and meta-analysis showed that a depressive disorder is associated with reduced
basal HRV, which decreases with increasing depression severity (Kemp et al., 2010).
Critically, a variety of antidepressant treatments did not resolve these decreases
despite resolution of symptoms (Kemp et al., 2010). Most studies show that patients
with a depression have significantly lower HF HRV at rest (Carney et al., 2001;
Hofmann, Schulz, Heering, Muench, & Bufka, 2010; Yeragani et al., 2002). In
summary, depression is associated with alteration of cardiac autonomic tone towards
decreased parasympathetic activity and an increased sympathetic activity (Udupa et
al., 2007).

1.4.3 Mindfulness

Mindfulness is an adaptive mental state, often described as the attention to moment-
to-moment experience with an accepting and nonjudgmental attitude (Baer et
al., 2006; Williams, 2008) or as a receptive attentiveness to present experience
(Brown & Ryan, 2003; Holt, 2012). Mindfulness can improve both mental and
physical/physiological health, but studies concerning the physiological effects of
mindfulness during pregnancy are lacking.
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To the best of our knowledge, there are no studies published on the association
between mindfulness as a mental resource and ANS activity during pregnancy.
Therefore, this section presents the main findings on the relationship between ANS
functioning during pregnancy and mindfulness-based stress reduction interventions
and their the key components.

Meditation and yoga, which are both key components of mindfulness-based stress
reduction interventions (Kabat-Zinn, 2003), breathing exercises and relaxation ther-
apy are all possible options to reduce stress, anxiety and depressed feelings. Mindful
yoga and meditation during the second pregnancy trimester reported reduced physi-
cal pain (Beddoe et al., 2009), better quality and quantity of sleep (Beddoe, Lee,
Weiss, Kennedy, & Yang, 2010), and reduced anxiety and perceived stress (Bastani
et al.,, 2005). Research also indicates reductions of anxiety, stress (Beddoe et al.,
2009; Vieten & Astin, 2008) and negative affect (Vieten & Astin, 2008) at the end
of pregnancy. There even exists evidence for improved levels of perinatal stress and
mood (Newman, 2005; Vieten & Astin, 2008).

Only few studies have evaluated the effect of meditation kind exercises on
physiological parameters. Most consistently, a reduction in heart rate has been
reported (DiPietro, Costigan, Nelson, Gurewitsch, & Laudenslager, 2008). In
general, research in healthy populations shows that mediation and yoga tend to
decrease LF HRV, while increasing HF HRV (Leonaite & Vainoras, 2010; Paul-
Labrador et al., 2006; Sarang & Telles, 2006; Takahashi et al., 2005; Tang et
al.,, 2009; Wu & Lo, 2008). Accordingly, these changes go together with significant
decreases in the LF/HF ratio, reflecting a better sympathovagal balance (Sarang &
Telles, 2006; Takahashi et al., 2005; Wu & Lo, 2008).

Studies about mindfulness-related interventions and its effect on physiological
parameters during pregnancy are lacking, except one study that showed an increase
in HF HRV during a yoga relaxation intervention - this effect was enhanced during
later stages of the pregnancy (Satyapriya, Nagendra, Nagarathna, & Padmalatha,
2009).

1.4.4 Physical exercise

Many associations of obstetricians and gynecologists around the world recommend
30 minutes of daily moderate-intensity physical exercise for pregnant women (see
review of country-specific guidelines on physical exercise during pregnancy by
Evenson et al. (2013)).

Regular physical exercise during pregnancy has been associated with improved
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psychological functioning (Poudevigne & O’Connor, 2006), as well as with positive
physical outcomes such as shorter labor and delivery, faster recovery after delivery,
fewer pregnancy complications (e.g. gestational hypertension and diabetes) and less
weight gain (Mudd, Owe, Mottola, & Pivarnik, 2013; Streuling et al., 2011).

There is also evidence of improved ANS functioning (i.e. enhanced vagal tone)
during rest in pregnant women who exercise more often (Melzer, Schutz, Boulvain,
& Kayser, 2010). In non-pregnant women regular physical exercise is also linked
to enlarged circadian variation in HRV (Adamopoulos et al., 1995). However, no
studies have been conducted on the association between regular physical exercise
during pregnancy and circadian rhythms in HRV.

1.5 Child outcomes

Psychological functioning during pregnancy may not only affect mother’s health
(see Section 1.4), but is also associated with altered psychophysiological and fetal
brain development and in this way it might influence the later cognitive, behavioural
and social-emotional development of the child (Glover, 2011; Talge et al., 2007;
Van den Bergh et al., 2005; Weinstock, 2008). In this section we briefly review
known associations with birth outcomes, offspring ANS functioning, and offspring
social-emotional development. First, potential mechanisms underlying these associa-
tions are discussed.

1.5.1 Fetal programming and modulation of fetal programming

Maternal anxiety during pregnancy may influence later development, possibly by
modulating the programming of offspring (neuro)physiology and central nervous sys-
tem structures or structure-function relationships (Van den Bergh, 2011a, 2011b).
The developmental programming of health and disease (DOHaD) hypothesis in-
deed supposes that the physiological and metabolic adaptation that enable the
fetus to adapt to alteration in its life environment may result in a permanent
(re)programming of the developmental pattern within key tissues and organ systems
(Gluckman, Hanson, Cooper, & Thornburg, 2008). The exact mechanism by which
prenatal anxiety and stress in humans can modulate developmental programming is
still unclear, but most probably includes the activation of the maternal stress system,
i.e. the hypothalomo pituitary adrenal (HPA)-axis and the autonomic nervous system
(ANS) (de Weerth & Buitelaar, 2005; Owen, Andrews, & Matthews, 2005). In
Chapter 7 (general discussion) these two mechanisms are discussed in more detail
and placed in context of the dissertation’s results. Below the role of the HPA axis
and ANS in (the modulation of) fetal programming is only briefly discussed. (1) So,
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one possibility is that cortisol levels, which are increased when the pregnant woman
is anxious or experiences stress, can pass through the placental barrier (Mulder et
al., 2002). Although cortisol measures have proved to be valuable measures when
investigating anxiety and stress during pregnancy (Evans, Myers, & Monk, 2008;
Kammerer, Adams, von Castelberg, & Glover, 2002; Obel et al., 2005; Pluess,
Bolten, Pirke, & Hellhammer, 2010), use of this HPA-axis measure nevertheless
leads to inconsistent results, with some studies reporting increased activation of the
HPA-axis, and others reporting the opposite (Glover, O’Connor, & O’Donnell, 2010;
O’Donnell, O’Connor, & Glover, 2009). This inconsistency is also revealed in studies
conducted in non-pregnant populations, e.g. (Miller, Chen, & Zhou, 2007) and may
be related to the type and timing of the stressor but also to the fact that the cortisol
measures used are too imprecise. (2) Another possibility, involving ANS-activity, is
that uteroplacental blood flow is reduced due to increased catecholamines, which are
released during periods of anxiety and distress. For example, highly anxious women
show a significant reduction of uterine blood flow as compared to low anxious
women (Teixeira, Fisk, & Glover, 1999). Moreover, women with abnormal uterine
perfusion were found to have reduced HRV compared to healthy women and gave
birth to infants of smaller birth weight (Walther et al., 2006).

1.5.2 Birth outcomes

No association was found between anxiety symptoms during pregnancy and adverse
birth outcomes in a meta-analysis with 50 studies (Littleton, Breitkopf, & Berenson,
2007; Littleton, Bye, Buck, & Amacker, 2010). In contrast, a recent review
concluded that there exists strong evidence that stress and anxiety during pregnancy
are important risk factors for preterm delivery and low birth weight (Dunkel Schetter
& Tanner, 2012). Cardiovascular reactivity to induced stress (e.g. mental arithmetic
task) during pregnancy is also associated with gestational age and birth weight. In
particular, greater diastolic blood pressure is linked to a shorter gestation and lower
birth weight (Gémez Ponce de Leén, Gomez Ponce de Ledn, Coviello, & De Vito,
2001; Hatch et al., 2006; McCubbin et al., 1996), and a lower systolic blood
pressure predicted small for gestational age (Harville, Gunderson, Matthews, Lewis,
& Carnethon, 2010). So far, there is no association found between HR or HRV
reactivity and any birth outcome.

Failure of cardiovascular adaptation during pregnancy is also a risk factor for
adverse birth outcomes. Both low and high diastolic blood pressures during preg-
nancy are associated with small babies and high perinatal mortality (Steer, Little,
Kold-Jensen, Chapple, & Elliott, 2004). A significant inverse association was found
between daytime ambulatory DBP measurement and birth weight (Waugh et al.,
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2000).

1.5.3 ANS functioning

The functioning of the stress systems is often seen as a biological marker of psy-
chopathology. In studies focusing on offspring biological systems significant empirical
evidence has been found for an association between altered basal or stress-related
cortisol secretion and prenatal exposure to maternal anxiety or stress (O’Connor et
al., 2005; Van den Bergh et al., 2005; Yehuda et al., 2005). Theoretically, the
fetus makes adaptations in response to changes in its environment, which prepare
the fetus for a postnatal life in a prospected similar environment, i.e. fetal program-
ming. This adaptation may alter set points of physiological systems (Gluckman &
Hanson, 2004). Studies in this regard found that anxiety and depression during
pregnancy were a significant predictor for a decreased cardiac vagal tone during rest
and “interaction” in the offspring (Ponirakis, Susman, & Stifter, 1998). HRV of the
developing fetus tends to be altered when mothers have a number of psychiatric
conditions, including anxiety disorders, and these differences in ANS functioning
persist postnatally (Dierckx et al., 2009; DiPietro, Costigan, Pressman, & Doussard-
Roosevelt, 2000; Monk et al., 2004). However, in more recent studies no similar
association was found between prenatal maternal psychosocial stress or disorders
and the cardiac ANS balance in rest in the offspring of 4 months or five-six years
(van Dijk, van Eijsden, Stronks, Gemke, & Vrijkotte, 2012). With regard to lifetime
disorders, HRV of the offspring was significantly lower in those born to mothers
reporting past mood disorder (Jacob, Byrne, & Keenan, 2009).

1.5.4 Social-emotional development

Maternal emotional distress during pregnancy is not only a significant risk factor for
preterm delivery (Copper et al., 1996; Lobel et al., 2008), but it plays also a role
in determining individual differences in cognitive, social and emotional functioning,
and mental health problems in the offspring (Rdikkénen et al., 2011; Van den
Bergh et al., 2005).

In this dissertation two aspects of social-emotional development were taken into
account, more specifically, adaptive functioning and anxiety. Maternal anxiety is
associated with the anxiety level of the child as reflected in temperament, anxiety
or internalizing problems (Huizink, de Medina, Mulder, Visser, & Buitelaar, 2002;
Mulder et al., 2002; O’Connor, Heron, Golding, Beveridge, & Glover, 2002; Van den
Bergh & Marcoen, 2004). Related to adaptive functioning, pregnancy-related factors
such as increased maternal stress, anxiety or depression have been reported as
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precursors of regulatory problems (Dahl, Eklund, & Sundelin, 1986; Papousek &
Von Hofacker, 1998; Wurmser et al., 2006), such as eating and sleeping problems
(Schmid, Schreier, Meyer, & Wolke, 2011).

1.6 Aims, research questions and outline

The main aim of this dissertation is to provide insight into how ANS activity changes
during pregnancy and how psychological functioning is associated with the ANS
activity. Furthermore, it is also examined how maternal psychophysiological func-
tioning is related to offspring birth weight and psychophysiological development.
The following research questions are addressed in the chapters to come:

1. What is the typical autonomic reactivity and recovery during pregnancy and
how is it related to the pregnant woman’s level of trait anxiety? (Chapter 3)

2. Is there an association between past anxiety disorder, women’s heart rate
variability during pregnancy, offspring’s heart rate variability and fearfulness?
(Chapter 4)

3. Is mindfulness associated with better cardiovascular adaptation during preg-
nancy, better maternal mental health and better social-emotional development
of the infant at 4 months? (Chapter 5)

4. Is there an association between physical exercise during pregnancy, circadian
ANS functioning and offspring birth weight? (Chapter 6)

This dissertation is divided into seven chapters. The present introductory chapter
(Chapter 1) is followed by Chapter 2, which describes the general research design for
the studies included in this dissertation. In Chapters 3 to 6, the research questions
as presented above will be examined. Finally, a general discussion and a summary
of the main findings are presented in Chapter 7.
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2.1 Prenatal Early Life Stress (PELS) study

The subjects of the studies presented in this dissertation are mothers and infants
who have been recruited within the Dutch branch of the prenatal early life stress
(PELS) study. The PELS study is a collaborative study running in three countries
participating in the Eurocores’ “Stress and Mental Health” (EuroSTRESS) programme
from the European Science Foundation (ESF). The PELS study was designed by B.R.H.
Van den Bergh, project leader and principal investigator from Tilburg University
(the Netherlands). Other partners were V. Glover, principal investigator from the
Imperial College London (United Kingdom), S. Claes, principal investigator from
KU Leuven (Belgium) and A. Rodriguez, associated partner from Uppsala University
(Sweden). Research funding was generated from three national funding agencies
through ESE i.e. the Brain and Cognition Programme of the Dutch Organisation for
Scientific Research (NWQ) in the Netherlands, the Medical Research Council (MRC)
in the United Kingdom and the Flemish Research Foundation (FWO) in Belgium. In
the Netherlands, PELS focuses on associations between prenatal stress risk factors,
birth outcomes and altered child psychophysiology and neurodevelopment. The
study started in May 2009 and participants were enrolled until June 2010. Until
now five waves of data collections are conducted, three during pregnancy (three
pregnancy trimesters) and two after birth (2-4 and 9-10 months old offspring). The
data collection took place between May 2009 and January 2012. Table 2.1 shows an
overview of the data collection during the first five waves of the PELS study. The
sixth wave (children of 4 years old) is running.

2.2 Procedure

The St. Elisabeth hospital and midwiferies in and around Tilburg were contacted
and we explained the purpose of our study and asked them to collaborate. Most of
them agreed to contribute to our study and engaged to introduce the study to their
clients when they came for their first check-up at the beginning of pregnancy. If their
clients were interested they gave permission to pass on their contact information to
the researchers. The researchers made an appointment with the pregnant woman
to explain the study in more detail. This is in accordance with the declaration of
Helsinki, letting these pregnant women decide whether or not to participate. If
the pregnant woman and her partner agreed to participate, they both signed the
informed consent and an appointment for the first wave was made.

In most cases we visited the women at home during pregnancy at a time chosen
by them. After explaining the procedures, the cardiovascular monitoring device
was attached to record ECG (electrocardiogram) and ICG (impedance cardiogram)
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Table 2.1
Overview on the data collection during first five waves of the PELS study
1st 2nd 3rd 2-4 9-10
preg- preg- preg- months months
nancy  nancy nancy after after
trimester trimester trimester birth birth
Mothers
Questionnaires (e.g. psychological function- . . . . .
ing)
ECG & ICG (mental arithmetic task) ° .
ECG & ICG (24 hours) . . .
Salivary Cortisol . . . .
Cortisol from hair . . . .
Fathers
Questionnaires (e.g. Psychological function- . . . . .
ing)
Infants
Questionnaires (e.g. Psychological function- . .
ing)
Bayley Scales of Infant Development .
Laboratory Temperament Assessment o
Auditory ERP task . .
Audio-visual ERP task .
ECG during ERP task . .
Salivary cortisol . .
Cortisol from hair .

for 24 hours. Instruction cards for potentially reattaching the equipment after a
shower were available, as well as telephone and e-mail support during waking
hours. The total visit took about one hour. The following day subjects were visited
again to collect the equipment. This procedure was repeated three times during
pregnancy, namely before 15 weeks (first visit and pregnancy trimester), between 15
and 22 weeks (second trimester), and between 31 and 37 weeks (third trimester) of
gestation. In addition to the 24h ambulatory recordings, the participants also filled
out questionnaires about their feelings, their work and how they experience their
pregnancy in all three trimesters.

Before 15 weeks of gestation and between 31 and 37 weeks of gestation the
mothers completed also a 25-minutes task that consisted of five distinct phases,
each lasting 5 minutes. In the second and fourth phases stress was induced, i.e.,
pregnant women needed to solve a mental arithmetic task. Continuous series of
sums of five operations with a two- or three-digit number had to be performed
without any verbalization. Using the mouse cursor, they indicated the correct answer
by choosing between three alternatives. Subsequently, the next sum appeared. The
first, third and fifth phase were resting phases: peaceful pictures were presented
to the participants, while they were listening to relaxing music. The participants
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were encouraged to solve as many sums as possible with the promise that the 10
women with the highest scores received a little present. After the whole task was
accomplished feedback was provided (Taelman, Vandeput, Vlemincx, Spaepen, &
Van Huffel, 2011; Vlemincx, Taelman, De Peuter, Van Diest, & Van den Bergh,
2011). Most participants completed this task in a quiet room at home, so that they
were on ease and felt quite comfortable before starting the stress task. One of the
two researchers was always present, but they were out of sight. At the second wave
(between 15 and 22 weeks of gestation) the participants were not asked to perform
the computer task. Instead, we assessed their current and past psychiatric status
using the Mini International Neuropsychiatric interview (MINT).

After birth, the participants came to our lab at Tilburg University to study the
development of the child. We recorded the infants’ EEG and ECG during an auditory
information processing experiment performed at the ages of 2 to 4 months and
9 to 10 months. Event-related potentials (ERPs) were studied during an auditory
oddball task to retrieve indices of the infants’ neurocognitive development (Otte et
al.,, 2013). During these 5 blocks, each lasting for 2.5 minutes, the ECG was also
recorded. At the age of 9 to 10 months, the infants’ temperament was assessed using
the Laboratory Temperament Assessment Battery (Lab-TAB) (Goldsmith & Rothbart,
1999).

2.3 Participants

One hundred ninety different pregnant women were recruited and started in our
study. The mothers had a mean age of 31.56 years (SD=4.42). In Table 2.2
more demographical information about the mothers can be found. One hundred
seventy-eight of them were enrolled before 15 weeks of pregnancy (gestational age:
M=11.96 weeks; SD=1.73), while 12 were enrolled between 15 en 22 weeks of
pregnancy (gestational age: M=17.33; SD=2.10). All infants were born between
September 23rd 2009 and March 24th 2011. Table 2.3 presents more characteristics
of the infants.

Figure 2.1 shows how many participants were included in each study that is
presented in one of the subsequent chapters of this dissertation.
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Table 2.2
Demographical information for mothers (at recruitment) (N=190)

n %
Nationality
Dutch 185* 97.4
German 2 1.1
French 1 0.5
Russian 1 0.5
Thai 1 0.5
Marital Status
Married 96 50.5
Cohabiting 89 46.8
Single 5 2.6
Educational level
Primary or Secondary school 19 10
General vocational training 4 25.8
Higher vocational training 73 38.4
University degree or higher 49 25.8
Currently has a job?
Yes 176 92.6
No 14 7.4
Family net income (monthly)
< € 2100 9 4.7
€ 2200-3600 38 20.0
> € 3600 131 68.9
No information 12 6.4
Smoker®
No 161 84.7
Yes 9 4.7
No information 20 10.5
Diabetes gravidarum*
No 169 88.9
Yes 4+t 2.1
No information 17 8.9
Gestational hypertension®
No 166 87.4
Yes 7t 3.7
No information 17 8.9
Assisted Pregnancy
None 153 80.6
In vitro fertilisation 15 7.9
Intracytoplastmatic Sperm Injection 8 4.2
Hormonal therapy 7 3.7
Intra-uterine insemination 4 2.1
Other 3 1.6
Previous pregnancies
Primigravida 74 38.9
Miscarriage” 47 24.7

* Six were besides Dutch, also Bolivian, Moroccan, Romanian, Russian or Turkish
* In second pregnancy trimester * In third pregnancy trimester
* No ECG/ICG recording (used) " Miscarriage before 12 weeks of gestation
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2.3. Participants

178 mothers recruited in first
pregnancy trimester

second pregnancy trimester

[ 12 mothers recruited in
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170 mothers had valid
ECGI/ICG recording
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pregnancy trimester

v v

v
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157 mothers filled out the 22 mothers with past anxiety

156 mothers filled out the

157 mothers filled out the

trait anxiety disorder, 34 mothers in control mindfulness trait anxiety and physical
questionnaire group (see Figure 4.1) questionnaire exercise questionnaire
Chapter 3 Chapter 4 Chapter 5
N=157 N =56 N=156 142 mothers had ECG

recordings with a length

of more than 18 hours

Chapter 6
N=142

Figure 2.1. Overview on the sample sizes of each study in this dissertation

Table 2.3
Infant characteristics (N=192)

Sex

Birth weight (g)
Gestational age at birth (weeks)
Preterm birth (before 37 weeks)
Apgar score above 8"

At 5 minutes

At 10 minutes

n % M (SD)
Boy 92 48.2
Girl 96 49.7
Missing 4 2.1
3444 (519)
39.69 (1.6)
9* 4.7
160/165 97.0
165/165 100.0

* 8 infants born between 32 and 37 weeks.
* No Apgar information on 27 infants.
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2.4 Materials

2.4.1 Data related to the mothers

In a general questionnaire at the beginning of the study, participants reported about
their own birth date, work, education level, height and weight before pregnancy,
parity, gravidity, experiences getting pregnant, first day of the last period, medical
diseases and expected delivery date. Age and BMI were calculated from these data.
Data about mothers’ weight gain and blood pressure were obtained from medical
records of the hospital or midwiferies.

Autonomic nervous system measurements

The VU University Ambulatory Monitoring System (VU-AMS)® was developed by
the department of Biological Psychology and the Technical Department (ITM) of the
Faculty of Psychology and Education to allow recording of autonomic and cardio-
vascular activity in a variety of research settings, including ambulatory monitoring
in naturalistic settings (de Geus & van Doornen, 1996). It is a worldwide used
monitoring device for ambulatory measurements with a sampling rate of 1024Hz. In
this dissertation, the VU-AMS was used to monitor the ECG and ICG of the mothers
during pregnancy. The ECG and ICG signals were recorded using seven disposable,
pregelled Conmed Ag/AgCl electrodes. The first ECG electrode is placed on the
sternum over the first rib between the two collarbones (No. 1 in Figure 2.2). The
second ECG electrode is a ground electrode and is placed over the right abdomen
(No. 2 in Figure 2.2). The third ECG electrode is placed on the apex of the heart
over the ninth rib at the left lateral margin of the chest approximately 3 cm under
the left nipple (No. 3 in Figure 2.2). The first ICG electrode is placed next to the first
ECG electrode (No. 6 in Figure 2.2). A second ICG measuring electrode is placed
over the tip of the xiphoid complex of the sternum (No. 7 in Figure 2.2). The ICG
current electrodes are placed on the back over cervical vertebra C4 and between
thorax vertebras T8-T9 (No. 4 and No. 5 in Figure 2.2). Electrode resistance is kept
below 10 KOhm by cleaning the skin with alcohol and rubbing before placing the
electrodes. After placing the electrodes, the quality of the recording signals was
checked on a computer, the VU-AMS device was put in a carrier bag and gird on
with a belt with the lead wire connector facing up. This was important because
the device also contained an accelerometer, which is sensitive to changes in vertical
acceleration.

Hnstruction manual available at http://www.vu-ams.nl/support/instruction-manual/
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Figure 2.2. Attachment of the electrodes on the chest and back as suggested in the
instruction manual from the VU University Ambulatory Monitoring System.

State Trait Anxiety Inventory (STAI)

The State Trait Anxiety Inventory (STAI) is a 40-item measure (Spielberger, Gorsuch,
& Lushene, 1970). We used the Dutch, psychometrically validated version of the STAI
(Van der Ploeg, Defares, & Spielberger, 1980). In this study the participants filled
out the questions constituting the state or trait anxiety subscale in each pregnancy
trimester. State anxiety is conceptualized as a transient emotional condition, while
trait anxiety refers to differences in anxiety proneness and is seen as a personality
trait. Recently, the STAI is proclaimed as the best instrument to assess prenatal
anxiety, in particular the trait anxiety subscale (Nast, Bolten, Meinlschmidt, &
Hellhammer, 2013). The subscales contain each 20 items scored from 1 to 4 and
with a reliability coefficient, Cronbach’s alphas of 0.92 (first and third trimester) in
our sample for state anxiety and a Cronbach’s alpha of 0.75 for trait anxiety (second

trimester).

Edinburgh Depression Scale (EDS)

The Edinburgh Depression Scale (EDS) (Cox, Holden, & Sagovsky, 1987) is a 10
item self-report measure designed to screen women for symptoms of depression
and emotional distress during pregnancy and the postnatal period. It is widely used
for postpartum depression screening. Cut-offs used are between 11 and 13 (Harris,
Huckle, Thomas, Johns, & Fung, 1989; Murray & Carothers, 1990), however
during pregnancy a cut-off of 11 during the first pregnancy trimester and a cut-off
of 10 during the second and third trimester of pregnancy are sometimes advised
(Bergink et al., 2011). The best currently available instrument to measure prenatal
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depression is the EDS (Nast et al., 2013). Women indicate at the beginning (<15
weeks of gestation) and the end (31-37 weeks of gestation) of pregnancy how they
felt during the last seven days. The 10 items like “I have felt sad or miserable” are
scored on a 4-point Likert scale. The reliability and validity of the original and
Dutch versions are adequate (Nyklicek, Scherders, & Pop, 2004). In our sample
the internal consistency is adequate during the first (o = .82) and third (a = .85)
trimester of pregnancy.

Mini-International Neuropsychiatric Interview (MINI)

Current and lifetime maternal psychopathology was assessed using the Mini-Interna-
tional Neuropsychiatric Interview (MINI) (Sheehan & Lecrubier, 2010). The MINI
is a structured interview based on Diagnostic and Statistical Manual of Mental Disor-
ders, 4th Edition (DSM-1V) criteria. The pregnant women were interviewed between
week 15 and 22 of gestation. Lifetime anxiety disorders included panic disorder, ago-
raphobia, generalized anxiety disorder, social phobia, obsessive-compulsive disorder
and posttraumatic stress disorder. Seventeen women had only one of these anxiety
diagnoses, while five women had two of them. Nine women had remitted comorbid
depression and five women had a remitted comorbid eating disorder.

Freiburg Mindfulness Inventory

Between 15 and 22 weeks of gestation women filled out the Freiburg Mindfulness
Inventory - short form (FMI-s) to assess self-reported mindfulness (Walach, Buchheld,
Buttenmdiller, Kleinknecht, & Schmidt, 2006). It consists of 14 items covering the
central aspects of mindfulness and the scale is sensitive to change, so it can be
used in subjects without previous meditation experience. The items are scored on
4-point scales ranging from “Rarely” to “Almost Always”. Two examples of items are
“I feel connected to my experience in the here-and-now” and “I accept unpleasant
experiences”. The short version has an adequate internal consistency, in the original
(a =.86) and Dutch (a =.79) versions (Klaassen, Nykli¢ek, Traa, & De Nijs, 2012)
as well as in this study (a = .85).

2.4.2 Data related to the offspring
Cardiovascular measurements

The infants their ECG and EEG were simultaneously recorded during an auditory
task in our lab at Tilburg University with a sampling rate of 512 Hz. BioSemi FLAT
Active electrodes were used and placed on the thorax of the offspring. The flat shape
makes them ideal for body surface applications and they have a sintered Ag-AgCl
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electrode pallet providing very low noise, low offset voltages and very stable DC
performance. More details about the device can be found on the manufacturer’s
website (www.biosemi.nl).

Ages and Stages Questionnaires - Social-Emotional (ASQ-SE)

Mothers filled out the Ages and Stages Questionnaires - Social-Emotional (ASQ-
SE) (Squires, Bricker, & Twombly, 2002). It measures social-emotional problems,
behavioral problems, and social competencies on a three-point Likert scale. It is a
parent reported screening instrument for infants, which has an adequate internal
consistency (a = .69) and consists of 5 subscales. The subscales of self-regulation
(5 items), communication (2 items), affect (2 items), interaction with people (3
items) and adaptive functioning (6 items) represent the child’s ability or willingness
to calm or settle down or adjust to physiological or environmental conditions or
stimulation; to respond to or initiate verbal or nonverbal signals to indicate feelings,
affective, or internal states; to demonstrate his or her own feelings and empathy for
others; to respond to or initiate social responses to parents, other adults, and peers;
and to cope with physiological needs (e.g., sleeping, eating, elimination, safety),
respectively. A total score above 45 indicates in clinical use of this questionnaire that
further social or psychological evaluation is needed.

Laboratory Temperament Assessment Battery (Lab-TAB)

The Laboratory Temperament Assessment Battery (Lab-TAB) (Locomotor Version)
(Goldsmith & Rothbart, 1999) is a leading observational measure of childhood
temperament, with considerable support for its validity and clinical value (e.g., Aksan
and Kochanska (2004)). We used one part of this battery, namely the unpredictable
mechanical toy paradigm from the fear subscale. A robotic dog was presented to
the child, the dog was barking and walking toward the child as its eyes, mouth,
and head moved. Indicators of fear were assessed for the first 20 seconds from
facial expression, body posture, vocalizations, and escape behavior. A researcher
blind to maternal data rated the recorded videotapes by using the standard scoring
procedures. A composite fear score was calculated based on the fear indicators
(Bergman, Sarkar, O’Conner, Modi, & Glover, 2007).

Birth outcomes

Data about the offspring’s sex, birth weight and exact date of birth were retrieved
from medical records, allowing us to calculate the gestation length and the children’s
age. Based on these calculations it was possible to determine the appropriate timing
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to invite mothers and their infant to our babylab (at the age of 2-4 and 9-10 months
old). The gestation length was calculated as the number of weeks between the first
day of the last period and the day of birth.

2.4.3 Autonomic nervous system functioning
ECG Preprocessing

The primary step in processing ECG recordings is to reliably identify QRS complexes
in the signal (see Figure 2.3)2. A common algorithm to detect QRS waveforms is
the Pan-Tompkins algorithm (Pan & Tompkins, 1985). This technique identifies
complexes on the basis of slope, amplitude and width. Another recognized method is
based on the Hilbert transform. The data that underlies this dissertation is processed
using the Hilbert transform-based algorithm (Benitez, Gaydecki, Zaidi, & Fitzpatrick,
2001). The latter algorithm has the advantage that it performs slightly better in the
presence of severe noise contamination (Jones, 2006). Potentially erroneous beat
detections were identified on the basis of sudden changes in inter-beat intervals (i.e.
RR intervals), which most often occur in case of ectopic beats or errors made by
the beat identification algorithm (Berntson, Quigley, Jang, & Boysen, 1990). All
RR intervals constitute a new signal, commonly referred to as the RR interval time
series, and is often graphically represented in a RR tachogram. The Y-axis of a RR
tachogram denotes the length of the RR intervals; the X-axis represents the time at
which the heart beats. All HRV measures are based on the RR interval time series.
As RR intervals are sometimes also called normal-to-normal (NN) intervals, both
terms are used in this dissertation.

HRV measures

Measures for HRV were standardized by the Task Force of the European Society of
Cardiology the North American Society of Pacing Electrophysiology (1996). There
are two main groups of HRV measures: time domain and frequency domain HRV
measures.

Time domain measures Simple time-domain variables that can be calculated
include the mean NN interval, the mean HR and the difference between the longest
and shortest NN interval. More complex time-domain measures are based on
statistical properties of the RR tachogram. Fundamentally, these measures may be
divided into two classes, (1) those derived from direct measurements of the NN

2Figure 2.3 is reproduced from the PhD thesis entitled Prenatal development and later neuroendocrine
control of cardiovascular function: testing the stress hypothesis (Jones, 2006) with permission from Dr.
Alexander Jones.
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Figure 2.3. A representative recording of the electrocardiogram (ECG) and first time-
derivative of the impedance cardiogram (dZ/dt) for two heart beats. Following
convention, impedance is shown such that a decrease in impedance results in a
greater y-axis magnitude. The cardiac cycle and the derivation of cardiac time
intervals - RR interval, pre-ejection period (PEP) and left ventricular ejection time
(IVET) - are indicated. Hollow circles indicate fiducial points on both signals
identified automatically by computer. In addition to the well-known PQRST sequence
of the ECG, major time points on dZ/dt are marked. These include the B-point,
which coincides with aortic valve opening, the X-point which coincides with closure
of the aortic valve, and the C-point which marks the maximum rate of decline in
thoracic impedance which coincides with peak systolic ejection rate

intervals or instantaneous heart rate, and (2) those derived from the differences
between RR intervals. These measures may be derived from analysis of the total ECG
recording or may be calculated using smaller segments of the complete recording
period. The latter method allows comparison of HRV to be made during varying
activities, e.g. rest, sleep, etc., which formed the basis for the study on the 24h
recordings (see Chapter 6).

The most common time domain measures are:

e Mean NN is the average duration or length of the NN intervals (in milliseconds)
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over the defined period (e.g. total ECG recording or a specific segment).
Notably, this measure does not really describe the variations in heart rate. The
mean HR (in beats per minute) can be derived by dividing 60 x 1000 by the
mean NN.

o diffNN is the difference between the longest and shortest NN interval.

e SDNN is the standard deviation of the NN interval (SDNN), i.e. the square root
of variance. Since variance is mathematically equal to total power of spectral
analysis, SDNN reflects all the cyclic components responsible for variability in
the period of recording. As the total variance of HRV increases with the length
of recording (Saul, Albrecht, Berger, & Cohen, 1988), SDNN depends on the
length of recording period. Thus, in practice, it is inappropriate to compare
SDNN measures obtained from recordings of different durations. Therefore,
it is recommended to calculate SDNN for short-term 5 minutes recordings or
24h long-term recordings.

e pNN5O is the percentage of successive NN intervals that differ more than 50
ms from the previous interval.

e RMSSD is the square root of the mean squared differences of successive NN
intervals. This measure can be considered giving an estimate of short-term
components of HRV.

e SDSD is the standard deviation of differences between adjacent NN intervals.

PNN50 and RMSSD are highly correlated measurement of short-term variation in
heart rate, which are considered markers of parasympathetic activity. The RMSSD
method is preferred to pNN50 because it has better statistical properties (Task
Force of the European Society of Cardiology the North American Society of Pacing
Electrophysiology, 1996). High Frequency (HF) HRV is considered an approximate
frequency domain correlate.

Frequency domain measures Already in the early 18th century, physiologists
have documented the existence of regular oscillations of HR. Initial findings were
mainly focused on HR oscillations occurring at the respiratory rate. However, since
the widespread use of power spectrum analysis (frequency analysis) using computers
there is strong evidence that additional oscillations at frequencies slower than the
respiratory rate provide meaningful information about cardiovascular control (Jones,
2006). Power spectral density (PSD) analysis provides the basic information on how
power (variance) distributes as a function of frequency (Task Force of the European
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Society of Cardiology the North American Society of Pacing Electrophysiology, 1996).
Although there are various methods to compute the PSD from a tachogram (e.g. fast
Fourier transform (FFT) or autoregressive (AR) modeling), in practice, all of these
methods produce comparable results with most physiological data (Jones, 2006).

A number of frequency domain HRV measures can be considered by distinguish-
ing specific spectral bands:

e High frequency (HF), from 0.15 Hz to 0.4 Hz (0.15 Hz to 1.04 Hz for infants)
e Low frequency (LF), from 0.04 Hz to 0.15 Hz
e Very low frequency (VLF), from 0.003 Hz to 0.04 Hz

e Ultra low frequency (ULF), below 0.003 Hz

HE LF and VLF are appropriate HRV measures for both short-term and long-term
(e.g. 24h) recordings, whereas ULF requires a long-term recording.

Parasympathetic activity is the main contributor to the HF component. LF HRV re-
flects a combination of both sympathetic and parasympathetic activity. Consequently,
the LF/HF ratio is considered by some scientists to mirror sympathovagal balance or
to reflect the sympathetic modulations (Task Force of the European Society of Cardi-
ology the North American Society of Pacing Electrophysiology, 1996). However, a
detailed investigation of the association between LF/HF and PEB which is a better
measure of sympathetic activity, showed no significant correlations between the
two measures. Moreover, only PEP revealed the expected reciprocal relation to HF
power, a proxy measure of cardiac vagal control, and it co-varies more systematically
with the expected changes in cardiac sympathetic control in response to mental and
physical stressors (Goedhart, Willemsen, Houtveen, Boomsma, & De Geus, 2008).

Impedance cardiography and pre-ejection period (PEP)

The PEP is a measure of sympathetic activity and relies on thoracic impedance
cardiography, which aims to record the change in impedance over the thorax. These
impedance changes are correlated to the aortic blood flow. Other ICG parameters
such as cardiac output, stroke volume and systolic time ratio were considered, but
the measurements were insufficiently accurate due to the electrode configuration
used in the longterm ICG recording. These measurements might have been more
accurate with a band electrode configuration, but this was not tolerable for a 24-hour

recording.
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For the calculation of PEP the ICG dZ/dt signal (first derivative) was ensemble
averaged from consecutive cardiac cycles and synchronized with the ECG signal.
Once R peaks in the ECG were detected (see Section 2.4.3), the ECG R onset (Q
point), which marks the depolarization of the ventricles, was automatically detected
by searching it in a window between 60ms before the R peak and the R peak itself.
The B point in the impedance cardiogram (ICG), which represents the opening of
the aortic valve, was determined as the 15% response point of the negative peak of
the dZ/dt waveform (dZ/dt,,;,) from the baseline (Ono et al., 2004). PEP was
then calculated as the interval between R onset (Q point) in the ECG and the B-point
in the ICG dZ/dt signal (see Figure 2.3).
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Abstract

Altered stress responsiveness is a risk factor for mental and physical illness. Character-
ization of these risks for mothers and offspring requires greater understanding of how
stress reactivity and recovery are influenced by pregnancy. Pregnant women were pre-
sented repeatedly with mental arithmetic stress tasks in the first and third pregnancy
trimester and reported their trait anxiety using the State Trait Anxiety Inventory.
Cardiovascular stress reactivity in late pregnancy was lower than reactivity in the first
pregnancy trimester (Heart Rate (HR): t(197) = 4.98,p < .001; Root Mean Square
of Successive Differences (RMSSD): t(201) = —2.03, p = .04; High Frequency Heart
Rate Variability (HF HRV): t(196) = —2.09,p = .04). Less attenuation of stress
reactivity occurred in more anxious women (HR: b = 0.15,SE = 0.06,p = .008;
RMSSD: b = —0.35,SE = 0.12,p = .004; HF: b = —10.97,SE = 4.79,p = .02).
Higher (i.e., less dampened) stress reactivity through pregnancy may pose long-term
risks for anxious women and their offspring. Follow-up studies are required to
determine these risks.

Highlights:

o Stress responsiveness usually decreases over the course of pregnancy

e Anxious women do not show expected decrease of stress responses through
pregnancy

e Reduced dampening of stress responses pose risks for pregnant women and
offspring
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3.1 Introduction

Pregnant women undergo marked changes in maternal cardiovascular function
during pregnancy, such as increased basal stroke volume (SV) and heart rate (HR)
(Abbas et al., 2005; Silversides & Colman, 2007). The autonomic nervous
system (ANS) plays a central role in these changes. Basal ANS activity is shifted
towards higher sympathetic (e.g. shorter Pre-Ejection Period (PEP) and lower vagal
modulation (e.g. reduced Heart Rate Variability, HRV) over the course of pregnancy
(Ekholm & Erkkola, 1996; Kuo et al., 2000). These changes go along with
attenuated cardiovascular responses to stress, as HR and blood pressure reactivity
are typically attenuated as pregnancy progresses (DiPietro et al., 2003; Entringer
et al.,, 2010). Studies of ANS stress responsiveness during pregnancy are lacking
but one study found a decrease in HRV responsiveness with advancing pregnancy,
although this finding had marginal statistical significance (Klinkenberg et al., 2009).

Considering these marked physiological adaptations, a number of scientists have
conceptualized pregnancy as a stressor (Christian, 2012; Williams, 2003), which
potentially amplifies the effect of underlying mental disorders or cardiovascular risk
factors (Magnussen, Vatten, Smith, & Romundstad, 2009). For example, women
who have peripartum depression or anxiety are more at risk for these conditions
outside of pregnancy (Heron et al., 2004; Kammerer et al., 2009). Moreover,
women with gestational hypertension have greater risks of chronic hypertension
(Cuevas & Germain, 2011; Magnussen et al., 2009; Young, Levine, & Karumanchi,
2010), for which anxiety and depression are also strong independent risk factors
(Everson-Rose & Lewis, 2005; Yan et al., 2003).

Research on predictors and consequences of stress responsiveness during preg-
nancy is limited (Christian, 2012; de Weerth & Buitelaar, 2005), although mental
and emotional states such as depression and anxiety have been linked to stress
responsiveness in pregnant women. Findings in this area have been inconsistent.
Some studies suggest that more anxious pregnant women have lower HR and blood
pressure reactivity (Monk et al., 2000; Saisto et al., 2004). In another study, no
association between maternal anxiety during pregnancy and blood pressure or HR
reactivity to a psychological stress test was found (Monk et al., 2003). These diverse
findings might be explained by the use of different stress protocols (Monk et al.,
2003).

The aims of this study were (a) to determine the typical autonomic responsiveness
(i.e. reactivity and recovery) through different pregnancy trimesters because these
are not currently known, and (b) to test the hypothesis that women with higher
anxiety have altered autonomic stress responsiveness that could confer risk of somatic



50 3.2. Methods

or mental disease and/or adverse fetus development.

3.2 Methods

3.2.1 Participants

The prenatal early life stress (PELS) study is a longitudinal study and focuses on
associations between prenatal stress risk factors, birth outcomes, altered mother’s
physiology and child’s psychophysiology and neurodevelopment. The study protocol
was approved by the ethics committee of the St. Elisabeth hospital, Tilburg, the
Netherlands. Pregnant women were recruited from a hospital and midwiferies
around Tilburg. They filled out questionnaires about their emotions and their ECG
was recorded during each pregnancy trimester. After birth psychophysiological
measurements of the children and mothers took place. All participants and their
partners provided written informed consent. None of the participants were under
treatment for a current mental disorder, or used cardiovascular medications or
antidepressants.

One hundred and seventy women completed stress tasks during the first (8th-14th
week of gestation, N = 133) and/or third pregnancy trimester (31st-37th pregnancy
week, N = 138) and 157 of these 170 participants filled out a standardized anxiety
self-report questionnaires at 15-22 weeks of pregnancy.

3.2.2 Materials
Relaxation and Stress Tasks

In the first and third pregnancy trimesters, each mother undertook a 25-minute task
consisting of five testing phases, lasting for 5 minutes each. Stress was induced in the
second and fourth phase, with the remainder being relaxation phases. Participants
viewed peaceful pictures and listened to restful music during the relaxation phases
(Taelman et al., 2011). During the stress phases, participants were asked to solve
complex mental arithmetic problems, involving five mathematical operations on 2-3
digit numbers without verbalization (e.g., 361 + 17/242 + 13). They were asked to
choose the correct answer from three possibilities presented by a computer. Feedback
on the task was given after completion of the last phase (Vlemincx et al., 2011).

ECG and ICG Recording

Maternal Electrocardiography (ECG) and Impedance cardiography (ICG) was recorded
with the Vrije Universiteit Ambulatory Monitoring system (VU-AMS) during the stress
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task using seven Ag/AgCl electrodes placed according to the VU-AMS configuration
guidelines (Goedhart, van der Sluis, Houtveen, Willemsen, & de Geus, 2007). The
skin was cleaned with alcohol to keep electrode resistance low. Cardiovascular mea-
surements were determined for the three relaxation phases and two stress phases,
each lasting 5 minutes. The first relaxation phase was used as baseline measure.
Cardiovascular reactivity to the stress phase was calculated by subtracting the car-
diovascular measurements of each of the stress phases with the level of the previous
relaxation phase. Cardiovascular recovery from a stressor presentation was derived
from the subtraction between cardiovascular measurements in the relaxation phase
that follows the stressor presentation and baseline cardiovascular measurements (i.e.
in the first relaxation phase) (Stewart & France, 2001).

The State Trait Anxiety Inventory (STAI)

In the second pregnancy trimester the participants filled out the questions constitut-
ing the trait anxiety subscale of the Dutch, psychometrically validated version of the
State Trait Anxiety Inventory (STAI) (Van der Ploeg et al., 1980). The trait subscale
has been identified recently as the best instrument to assess general maternal anxiety
during pregnancy (Nast et al., 2013). Trait anxiety refers to differences in anxiety
proneness and is seen as a personality trait. This subscale contains 20 items scored
from 1 to 4 and has a reliability coefficient (Cronbach’s alpha) of 0.75 in our sample.

3.2.3 Data Processing and Analyses

ECG data were processed using custom software written in Matlab R2012b (Math-
works, Natick, USA) to obtain indices of parasympathetic and sympathetic ANS
activity, according to published standards (Task Force of the European Society of
Cardiology the North American Society of Pacing Electrophysiology, 1996). These
measures were HR, the parasympathetic measures root mean square of successive dif-
ferences (RMSSD) HRV and high frequency heart rate variability (HF HRV), and the
sympathetic measure pre-ejection period (PEP). ECG beat detection was carried out
with the Hilbert transform algorithm (Benitez et al., 2001). Potentially erroneous
beat detections were identified and screened using a standard approach (Berntson
et al.,, 1990). Variables that were right-skewed were transformed to normality. Data
of four mothers were excluded due to extreme HRV values; visual inspection of
the ECGs suggested that these outliers were due to cardiac arrhythmias. For the
calculation of PEP the ICG dZ/dt signal (first derivative) was ensemble averaged
from consecutive cardiac cycles and synchronized with the ECG signal. PEB which
is an indicator of sympathetic activity, was calculated from the ICG as the interval
between ECG’s R-wave onset and the ICG’s B-point. The B-point, which represents
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the opening of the aortic valve, was determined as the 15% response point of the
negative peak of the dZ/dt waveform (dZ/dt,,;,) from the baseline (Ono et al.,
2004).

3.2.4 Statistical analysis

All analyses were conducted using Stata 12.1. Repeated measures ANOVA was
conducted to validate that the mental arithmetic task evoked significant responses in
HR, HRV and PEP ANOVA was also used to determine HR, HRV and PEP differences
between pregnancy trimesters.

Multilevel (i.e. pregnancy trimester and first/second stressor presentation)
regression analyses were conducted to examine the potential association between
trait anxiety and cardiovascular responsiveness (reactivity and recovery) during
pregnancy. Two-way and three-way interaction effects were assessed to test whether
reactivity and recovery in HR, HRV and PEP differ across levels of anxiety, pregnancy
trimesters and first and second presentation of the stressor.

All regression models were adjusted for levels of HR, HRV or PEP in the first
phase of the mental task (baseline), as well as for common confounders such as age
and pre-pregnancy BMI (Vallejo et al., 2005).

3.3 Results

Characteristics of mothers are shown in Table 3.1.

3.3.1 HR, HRV and PEP differences across tasks phases and

pregnancy trimesters

Repeated measures ANOVA (pregnancy trimester X task phase) were executed to val-
idate that the mental arithmetic task evoked significant responses and indicated sig-
nificant differences between the five phases of the mental arithmetic task for mothers’
HR and HRV (HR: F(4,161) = 49.02,p < .001; RMSSD: F(4,161) = 20.82,p < .001;
HF: F(4,161) = 11.39,p < .001) but not for PEP (p > .1). Therefore, no PEP
reactivity and recovery measures were calculated. HR, HRV and PEP were signifi-
cantly different between pregnancy trimesters (HR: F(1,161) = 581.87,p < .001;
RMSSD: F(1,161) = 417.02,p < .001; HF: F(1,161) = 362.44,p < .001; PEP:
F(1,157) =219.53,p < .001).



CHAPTER 3. TRAIT ANXIETY AND AUTONOMIC STRESS RESPONSE 53

Table 3.1
Descriptive statistics for variables related to mothers. Observed differences between the
first and third pregnancy trimester were tested using paired samples t tests.

M SD
Trait anxiety 36.67 5.29
BMI before pregnancy (kg/m?) 24.19 4.09

1st trimester 3rd trimester
n M (SD) n M (SD) D

Age (years) 125 32.58 (4.26) 129 32.77  (4.33)
Baseline HR (bpm) 125 80.25  (9.45) 129 89.29 (10.01) <.001
Baseline RMSSD (In ms) 125 3.45 (0.57) 129 3.03 (0.59) <.001
Baseline HF (Inms?) 124 6.07 (1.08) 128 5.30 (1.21) <.001
Baseline PEP (ms) 122 74.36  (20.51) 124 60.95 (20.64) <.001
HR reactivity (bpm) 125 3.90 (4.00) 129 2.27 (3.88) <.001
RMSSD reactivity (ms) 125 -3.84 (9.16) 129 —-2.09 (8.70) 0.04
HF reactivity (ms2) 124  —105.00 (454.53) 128 —33.05 (197.26) 0.04
HR recovery (bpm) 125 0.37 (4.03) 129 —0.65 (4.07) 0.01
RMSSD recovery (ms) 125 -1.23  (7.99) 129 —0.56 (7.06) 0.38
HF recovery (ms2) 124 —63.82 (421.54) 128 —15.78 (210.71) 0.14

3.3.2 Cardiovascular reactivity and recovery

Differences in reactivity and recovery between the first and third pregnancy trimester
were tested using paired samples t tests (see Table 3.1). Cardiovascular stress
reactivity in late pregnancy was lower than reactivity in the first pregnancy trimester
(HR: t(197) = 4.98,p < .001; RMSSD: t(201) = —2.03,p = .04; HF: t(196) =
—2.09,p =.04).

Furthermore, HR recovery, but not HRV recovery, was greater in the third preg-
nancy trimester compared to the first trimester (¢(201) = 2.74, p = 0.01), indicating
that the difference between HR after a stressor presentation and baseline HR was
smaller in the third pregnancy trimester compared to the first trimester.

Stress presentation was significantly related to HR reactivity, indicating that
HR reactivity was significantly lower during the second stressor presentation (b =
—1.67,SE = 0.28,p < .001). Analogously, both RMSSD and HF decrease less during
the second stressor presentation (RMSSD: b = 2.51,SE = 0.59,p < .001.; HF:
b =94.27,SE = 23.46,p < .001). Recovery from the second stressor presentation
was significantly larger than recovery from the first stressor presentation (HR:
b = —1.27,SE = 0.26,p < .001; RMSSD: b = 1.27,SE = 0.54,p = .02; HF:
b =43.61,SE =18.11,p = .02), indicating that the difference between HR or HRV
after the stressor presentation and baseline HR or HRV was smaller after the second
presentation compared to after the first presentation.
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Multilevel regression analyses showed significant two-way interactions between
trait anxiety and pregnancy trimester for HR, RMSSD and HF reactivity, adjusted for
baseline levels of HR, RMSSD and HF (HR: b = 0.15,SE = 0.06, p = .008; RMSSD:
b= —-0.35,SE =0.12,p = .004; HF: b = —10.97,SE = 4.79,p = .02), indicating
that in the third pregnancy trimester, compared to less anxious women, more anxious
women have higher HR, RMSSD and HF responses to stress, independently of the
baseline level of HR, RMSSD or HF (Table 3.2 and Figures 3.1a, 3.1b and 3.1c).
Given the significant decrease in HR and HRV reactivity between the first and third
pregnancy trimester, this implies that compared to less anxious women, more anxious
women have less dampened HR and HRV reactivity in the third trimester compared
to the first trimester!. There was no main effect of trait anxiety on HR or HRV
reactivity (p > .05), indicating that in the first trimester there were no significant
differences in cardiovascular reactivity between high and low anxious women. There
was no main effect of trait anxiety on HR or HRV recovery (p > .05), nor were there
significant trait anxiety X pregnancy trimester interactions for HR or HRV recovery
(p > .05) (see Table 3.2 and Figures 3.1d, 3.1e and 3.1f).

The multilevel regression analyses showed that stressor presentation interactions
with pregnancy trimester and/or trait anxiety were not significant for any reactivity
or recovery measure. Nevertheless, separate single-level regression analyses showed
that in the third pregnancy trimester reactivity to the second stressor presentation
is higher in more anxious women (HR: b = 0.14,SE = 0.07,p = .05; RMSSD:
b=-0.32,SE=0.14,p = .02; HF: b=11.79,SE =5.11,p = .02) compared to less
anxious women.

3.4 Discussion

To the best of our knowledge, this is the most detailed longitudinal study that gives
insight into cardiovascular and autonomic reactivity in pregnancy. Previous studies
either focused on only one pregnancy trimester, had significantly less participants, or
did not include HR as well as measures of parasympathetic and sympathetic activity.
HR and HRV measures, but not PEB differed over the various phases of the mental

! Additional adjustment for maternal emotional distress (as measured by the Edinburgh Depression
Scale, see Section 2.4.1) or maternal mindfulness (as measured by Freiburg Mindfulness Inventory,
see Section 2.4.1) had no effect on the significance of these results. The two-way interaction between
maternal emotional distress and pregnancy trimester for HR, RMSSD and HF reactivity was also significant
(HR: b = 0.03,SE = 0.01,p = 0.02; RMSSD: b = —0.08,SE = 0.03,p = 0.002; HF: b = —2.87,SE =
.99, p = 0.004), indicating that in the third pregnancy trimester, compared to less emotionally distressed
women, more emotionally distressed women have higher HR, RMSSD and HF responses to stress. The
two-way interaction between maternal mindfulness and pregnancy trimester was not significant for any
cardiovascular reactivity or response measure, implying that mindfulness was not significantly associated
with the change in cardiovascular responsiveness to stress across pregnancy trimesters.
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Figure 3.1. The association between trait anxiety and cardiovascular reactivity
(significant interaction) and recovery. Plots are based on estimated marginal means
from multilevel regression analyses showing interactions between trait anxiety and
pregnancy trimester. Minimum and maximum scores for trait anxiety in our sample
were respectively 29 and 59.
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arithmetic task, in the first as well as in the third trimester. Stress reactivity was
lower in the third pregnancy trimester but the decrease in reactivity between early
and late pregnancy was smaller in more anxious women compared to less anxious

women.

Induced stress was associated with increased HR and decreased HRV in the
mental arithmetic task. This is in line with previous research focusing only on the
third pregnancy trimester (Klinkenberg et al., 2009). The stress task that we used
did not lead to significant changes in PEP. This suggests that stress responses elicited
with the mental arithmetic task are mainly reflected in a decreased parasympathetic
nervous system activity but not in a significant change in sympathetic nervous system.
Autonomic responses to stressful tasks vary according to the type and severity of the
stressors and according to populations. Further study will be required to determine
whether the lack of sympathetic responsiveness to this particular task was due to a
particular robustness due to pregnancy or an insufficiently stimulating stressor.

In women without a tendency for anxiety, HR and HRV reactivity to the stress
phases were significantly reduced in the third pregnancy trimester, compared to
the first trimester. Previous studies presented similar results for attenuated HR and
blood pressure reactivity in late pregnancy (DiPietro et al., 2003; Entringer et al.,
2010). Importantly, the present study also found significantly reduced autonomic
stress reactivity in the third pregnancy trimester, for which so far only marginal
evidence existed (Klinkenberg et al., 2009). It must be noted that from the present
study design it cannot ruled out that the attenuated stress responses in the third
pregnancy trimester are (partially) the result of a habituation process, as the same
stress task was already presented in the first trimester. Therefore, future studies
need to include a control group consisting of non-pregnant women to assure that
the current findings are not driven by habituation to the stress task. Additionally, it
is also recommended to compare two independent samples of women in their first
pregnancy trimester and women in their third pregnancy trimester.

The results in the present study indicated significant interactions between preg-
nancy trimester and mother’s trait anxiety on HR and HRV reactivity. These interac-
tions can be interpreted in two ways. Firstly, it suggests that more anxious mothers
have less dampened stress reactivity in late pregnancy. From previous studies it is
known that cardiovascular stress reactivity is generally attenuated in late pregnancy
(DiPietro et al., 2003; Entringer et al., 2010). Besides the attenuation in cardiovas-
cular responses, women in late pregnancy also have reduced hormonal (Kammerer
et al., 2002) and psychological reactivity (Glynn, Wadhwa, Dunkel-Schetter, Chicz-
Demet, & Sandman, 2001). It is thought that the stress sensitivity is dampened
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as pregnancy advances to protect the growing fetus (Christian, 2012). Attenuated
stress reactivity prevents mother and fetus from excessive exposure to stress hor-
mones and marked alterations in cardiovascular parameters such as uterine blood
flow. Elevated cardiovascular reactivity to stress may contribute to vasoconstriction,
which is thought to alter uteroplacental blood flow, causing subsequent oxygen
and nutrition reduction to the fetus and thereby affecting fetal growth (Copper et
al., 1996; McCubbin et al., 1996) and nervous system development (Sjostrom,
Valentin, Thelin, & Marsal, 1997). Additionally, there is evidence that abnormal
stress responsiveness in pregnant women predicts risk of adverse cardiovascular
outcomes in pregnancy (Christian, 2012) or later in life (Chida & Steptoe, 2010;
Schwartz et al., 2003; Steptoe & Kivimaki, 2013). Increased reactivity during
pregnancy has also been linked to greater risks of chronic hypertension, maternal
cardiovascular morbidity and neonatal morbidity/mortality (Cuevas & Germain,
2011; Magnussen et al., 2009; Young et al., 2010).

Secondly, the interaction between pregnancy trimester and mother’s trait anxiety
can also be interpreted as an indication that the relationship between trait anxiety
and acute stress reactivity only exists in the third pregnancy trimester. More specifi-
cally, the results indicate that in the third pregnancy trimester, more anxious women
tend to have greater HR and HRV reactivity to stress than less anxious women have
in the third pregnancy trimester. This is in contrast to previous studies with preg-
nant women, which either found no association between anxiety and HR or blood
pressure response (Monk et al., 2003), or that anxiety is negatively associated with
HR and blood pressure responses to stress (Monk et al., 2000; Saisto et al., 2004).
These inconsistent findings might be the consequence of different stress tasks being
used in those studies. Furthermore, those studies should be interpreted cautiously
given their small sample sizes (i.e. 32, 17 and 40 mothers). Moreover, studies with
non-pregnant participants generally suggest that high anxiety is associated with
exaggerated cardiovascular responses (i.e. HR and blood pressure) (Gramer & Saria,
2007; Pointer et al., 2012). A possible reason why anxiety is only related to stress
responsiveness in the third pregnancy might be that the physiological demands of
pregnancy are large enough only in late pregnancy to reveal significant differences in
reactivity between more anxious and less anxious women. However, this possibility
would be inconsistent with the general finding of such an association in non-pregnant
individuals.

We also found that in the third pregnancy trimester, more anxious women react
more strongly to the second presentation of the stressor than less anxious women.
Similar patterns of individual differences in cardiovascular response adaptation have
been found in non-pregnant people with neuroticism (Hughes, Howard, James, &
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Higgins, 2011), which is fundamentally related to trait anxiety (Reiss, 1997). It is
important to mention that our findings with respect to the second presentation of
the stressor were based on single-level regression analyses. Future research needs
to further address the role of anxiety during pregnancy in responses to repeated
stressors.

Both HR and HRV reactivity differed significantly between pregnancy trimesters
but only HR recovery and not HRV recovery was significantly different between
trimesters. Furthermore, no significant interactions between trait anxiety and preg-
nancy trimester with HR or HRV recovery were found. The stress task used in the
present study has five-minute relaxation phases for each participant. As individuals
can vary greatly in the speed of physiological recovery from a stressor, five minutes
might be not enough to truly measure physiological recovery (de Weerth & Buitelaar,
2005). A better approach may be to observe how long it takes to return to baseline
HR and HRV levels after termination of a stressor. Such a recovery measure might
reveal more inter-individual differences, which might have stronger relationships
to anxiety. Further research is required to investigate if the present findings can be
confirmed or opposed when recovery is measured in a different way.

Our study has a number of strengths: compared to previous studies, we studied
a relatively large population of pregnant women, included data from the first preg-
nancy trimester, presented stressors more than once and used autonomic measures
such as HRV and PEP Finally, the present study measured anxiety using the STAI,
which is generally acknowledged as the best instrument to assess maternal anxiety
during pregnancy, and in particular the trait anxiety subscale (Nast et al., 2013).

In summary, this study provides insight into how autonomic control evolves
throughout pregnancy. Moreover, it offers good evidence that trait anxiety is associ-
ated with higher cardiovascular reactivity in late pregnancy (i.e. less dampening than
typically occurs). Existing evidence suggests that high reactivity in late pregnancy
is linked to worse outcomes for mothers and their offspring. Therefore, further re-
search should test whether anxiety-reducing interventions in anxiety-prone pregnant

women reduce these risks.
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Abstract

Objective: Active anxiety disorders have lasting detrimental effects on pregnant
mothers and their offspring but it is unknown if historical, non-active, maternal
anxiety disorders have similar effects. Anxiety-related conditions, such as reduced
autonomic cardiac control, indicated by reduced heart rate variability (HRV) could
persist despite disorder resolution, with long-term health implications for mothers
and children. The objective in this study is to test the hypotheses that pregnant
mothers with a history of, but not current anxiety and their children have low HRV,
predicting anxiety-like offspring temperaments.

Methods: The participants in this case-control study consist of 56 women during
their first trimester and their offspring (15 male, 29 female). Women had a history
of an anxiety disorder (n=22) or no psychopathology (n=34) determined using
the Mini-International Neuropsychiatric Interview. The main outcome measures
were indices of autonomic cardiac control including root mean square of successive
differences (RMSSD) and high frequency (HF) variability. Children’s fearfulness
was also assessed using the Laboratory Temperament Assessment Battery (Lab-TAB)-
Locomotor Version.

Results: HRV was lower in women and children in the past anxiety group
compared to controls. HRV measures for mothers and children were positively
correlated in the anxiety group only. In all children, low HRV measures at 2-4
months were associated with a higher chance of fearful behavior at 9-10 months.

Conclusions: Pregnant women with previous but not current anxiety and their
children have low HRV. Children with low HRV tend to show more fearfulness. These
findings have implications for identifying children at risk of anxiety disorders and
point to possible underlying mechanisms of child psychopathology.

Keywords: anxiety disorder; heart rate variability; fearfulness; pregnancy; offspring
psychopathology.
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4.1 Introduction

More than one third of adults have a history of anxiety disorders and women are
twice as likely to experience such disorders (Kessler, Petukhova, Sampson, Zaslavsky,
& Wittchen, 2006). Though the presence of anxiety disorders during pregnancy
has an impact on both mothers and their offspring (Alder, Fink, Bitzer, Hosli, &
Holzgreve, 2007; Ross & McLean, 2006), it is not known if a resolved anxiety
disorder is similarly important. Mood and anxiety disorders are associated with
abnormal autonomic nervous system (ANS) function, indexed by reduced heart rate
variability (HRV). Reduced HRV is a marker of physical and mental ill health and has
been identified as a risk factor for various diseases, including cardiovascular disease
(CVD) and mortality (Kemp & Quintana, 2013; Kemp, Quintana, Felmingham,
Matthews, & Jelinek, 2012; Kemp et al., 2010; Thayer & Lane, 2007; Thayer et al.,
2010). If autonomic abnormalities (e.g., low HRV) also persist in pregnant women
who have had an anxiety disorder, these could have important, under-appreciated
health risks in both, mothers and their children. However, it is not known whether
past mental disorders could affect pregnant women and their children via reduced
HRV, or other uncharacterized mechanisms. HRV of the developing fetus is altered in
the offspring of mothers with a number of psychiatric conditions, including anxiety
disorders, and these differences persist postnatally (Dierckx et al., 2009; DiPietro et
al., 2000; Monk et al., 2004). This suggests that the development of the ANS may
be susceptible to the influence of maternal characteristics, with potential long-term
consequences for the health of the offspring. Therefore, improved understanding of
the relationship between maternal psychiatric illness, HRV and infant physical and
mental wellbeing is an important goal.

In this study, we aimed to assess the physiological correlates of past maternal
anxiety disorders in both pregnant mothers and their offspring, focusing on HRV as
a potential shared risk factor for ill health and abnormal autonomic function. To
optimize our study, HRV was measured at rest and during mental stress. Although
associations with HRV are apparent at rest (Blom et al., 2010; Pittig, Arch, Lam, &
Craske, 2013), they are often more evident when participants are exposed to stress
(Hanson, Outhred, Brunoni, Malhi, & Kemp, 2013), and anxious individuals may be
particularly sensitive to such stress exposure (Friedman & Thayer, 1998; Thayer,
Friedman, Borkovec, Johnsen, & Molina, 2003). We assessed HRV in mothers with
a remitted anxiety disorder and healthy controls in their first trimester of pregnancy,
a critical period of fetal development. We then assessed the HRV of their offspring at
2-4 months of age and the child’s temperament at 9-10 months.

We hypothesized the following: 1) mothers with a past, but no current, anxiety
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disorder will demonstrate abnormal autonomic physiology (particularly low HRV);
2) these differences will be more apparent under stress than under rest; 3) maternal
HRV will be positively correlated with offspring HRV; 4) offspring of mothers with a
history of an anxiety disorder will display abnormal autonomic physiology (low HRV)
and; 5) this will be associated with temperamental disturbances in the offspring that
might be considered predictive of later psychopathology.

4.2 Materials and Methods

4.2.1 Participants

Participants in the present study were recruited as part of the Prenatal Early Life
Stress (PELS) study by midwives and hospitals, between May 2009 and July 2010.
The overarching goal of PELS is to study the associations between prenatal risk
factors, birth outcome and altered child psychophysiology and neurodevelopment.
For the purposes of the present study, a group of women with a past, but no current,
anxiety disorder (PAD group) and a healthy control group without any history of
psychopathology were defined. No participants with a current diagnosis of an anxiety
disorder were available from the PELS study. PAD included panic disorder, agora-
phobia, generalized anxiety disorder, social phobia, obsessive-compulsive disorder
and posttraumatic stress disorder. In the PAD group, 17 women had only one of
these anxiety diagnoses, while five women had two of them. Nine women also had a
history of comorbid depression and five had a history of a comorbid eating disorder.
None of the participants were under treatment for a current mental disorder, used
cardiovascular medications or antidepressants. Loss to follow-up or attrition due to
data loss in the groups is shown in Figure 4.1.

4.2.2 Ethics Statement

The Medical Ethics Committee of the St. Elisabeth hospital in Tilburg (the Nether-
lands) approved the study. All participants provided informed, written consent for
themselves and their children.

4.2.3 Procedures
Psychological and Psychiatric Assessment of Mothers

The Mini-International Neuropsychiatric Interview 6.0 (Sheehan & Lecrubier, 2010)
was administered within the second pregnancy trimester to assess past maternal
psychopathology. This is a structured interview based on Diagnostic and Statistical
Manual of Mental Disorders, 4th Edition (DSM-IV) criteria. In the first pregnancy



CHAPTER 4. PAST ANXIETY, MOTHER’S AND OFFSPRING’S ANS 69

Assessed for eligibility (n=56)

v First pregnancy trimester
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Assessment of offspring
at 9-10 months of age (n=22)

Figure 4.1. Consort diagram

trimester women completed the state anxiety subscale of the State Trait Anxiety
Inventory (Van der Ploeg et al., 1980). The women rated themselves on twenty
items on a four-point Likert scale ranging from “(1) — not at all” to “(4) — very
much”, resulting in an anxiety total score ranging between 20 and 80.

Relaxation and Stress Tasks

In the first pregnancy trimester each mother undertook a 25-minute task that con-
sisted of five testing phases, lasting 5 minutes each. Stress was induced in the
second and fourth phase, with the remainder being relaxation phases. During the
stress phases, participants were asked to solve complex mental arithmetic problems,
involving five mathematical operations on 2-3 digit numbers without verbalization
(e.g., (361 +11)/(34) + 137). They were asked to choose the correct answer from
three possibilities presented by a computer. Feedback on the task was given after
completion of the last phase (Vlemincx et al., 2011). Participants viewed peaceful
pictures and listened to restful music during the relaxation phase (Taelman et al.,
2009).

ECG Recording

During the relaxation and stress tasks maternal ECG was recorded using the Vrije
Universiteit Ambulatory Monitoring system (VU-AMS) (Goedhart et al., 2007) in
a three Ag/AgCl electrode placement configuration: (1) on the sternum over the
first rib between the two collarbones, (2) at the apex of the heart over the ninth
rib on the left lateral margin of the chest, and (3) at the lower right abdomen
(ground electrode). The skin was cleaned with alcohol to ensure impedance was
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low. Five-minute HRV measurements were determined for the relaxation and stress
phases separately.

Children’s ECGs were collected when they were 2-4 months of age. The active
electrode was placed on the child’s thorax, while the reference and ground electrode
were on an EEG cap (Otte et al., 2013). These recordings were made using a
Biosemi ActiveTwo biopotential measurement system. Although some data were
discarded due to motion artifacts, HRV measurements were determined from the
average of 3 to 5 blocks of ECG, lasting 2.5 minutes each.

Behavioral Assessment of the Children

An additional assessment of child behavior at 9-10 months of age was conducted
using the Laboratory Temperament Assessment Battery (Lab-TAB)-Locomotor Version
(Goldsmith & Rothbart, 1999), a more ecologically valid and less biased assessment
of child behavior and temperament than parental-report measures with demonstrable
clinical value (Aksan & Kochanska, 2004). The child was presented with a robotic
dog (the unpredictable mechanical toy paradigm from the fear subscale) that was
barking and walking towards them. Based on the children’s facial expression, body
posture, vocalizations, and escape behavior, indicators of fear were assessed for the
first 20 seconds (Bergman et al., 2007). A researcher, blind to maternal data, rated
the recorded videotapes using the standard scoring procedures. Observed fearfulness
was calculated from the fear indicators. As the fearfulness measure could not be
normalized, children with a score of O or 1 were categorized as not fearful, while
children with a score above 1 were considered fearful.

4.2.4 Data Processing and Analyses

ECG data were processed using custom software written in Matlab (Mathworks, Nat-
ick, USA) to obtain indices of parasympathetic ANS activity, according to published
standards (Task Force of the European Society of Cardiology the North American
Society of Pacing Electrophysiology, 1996). These measures were root mean square
of successive differences (RMSSD) and high frequency (HF) variability. ECG beat
detection was carried out with the Hilbert transform algorithm (Benitez et al., 2001).
Potentially erroneous beat detections were identified using a standard approach and
screened for validity (Berntson et al., 1990). As HRV measures were right-skewed,
they were natural log transformed to normality. Data for three mothers were ex-
cluded due to extreme values; visual inspection of the ECGs suggested that these
outliers were due to cardiac arrhythmias.

Statistical analyses were performed using SPSS 19 (IBM Corp., 2010). A repeated
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measures ANOVA was used to examine the differences between mothers’ HRV during
the various phases of the mental arithmetic task across the two groups (healthy
group versus PAD group). Mother’s age and pre-pregnancy BMI were included as
covariates. To account for mothers’ state anxiety, we conducted a propensity score
matching to balance state anxiety, age and BMI in both groups. This procedure
was executed using a custom designed plugin (Thoemmes, 2012) for IBM SPSS
Statistics. Logistic regression is used to determine a predicted score that relates
to the propensity for participants to belong to a particular group based on a given
set covariates. The matching algorithm was fine-tuned by discarding units outside
the area of common support to improve balance on covariates, and using a ‘caliper’
of 0.5 - this is the standard deviation of the logit of the propensity score - to
prevent ‘bad’ matches. After the propensity score is estimated, cases with the closest
score are matched using a simple 1:1 nearest neighbour matching routine based
on a ‘greedy’ matching algorithm. A series of model adequacy checks were then
performed including inspection of numerical balance measures, diagnostic plots and
re-examination of group differences across the covariates entered into the PS analysis.
Next, mothers’ state anxiety was added as covariate in the repeated measures ANOVA.
Independent t-tests were conducted to investigate group differences in children’s HRV,
Linear regression analyses were conducted to determine whether maternal HRV was
associated with that of their children, and logistic regression analyses to determine
whether children’s HRV at 2-4 months of age was associated with fearfulness at 9-10
months of age. Regression analyses were controlled for sex, age, birth weight, and
gestation length of the child and mother’s state anxiety. The effect of offspring HRV
on the continuous variable fearfulness was also tested for significance by generating
bootstrapped 95% confidence intervals as the fearfulness variable was not normal.

4.3 Results

4.3.1 Participant Characteristics

Characteristics of mothers and children in the healthy and PAD groups are shown in
Table 4.1. Importantly, no differences between groups were observed for variables
that might have a confounding influence on HRV, except for mothers’ state anxiety.
Age and BMI of mothers, and age, sex distribution, birth weight, fearfulness and
gestation length of the children did not differ significantly between the groups.
Propensity score matching identified and matched 18 mothers in each group, pro-
viding a matched sample across all of the critical confounding factors, including
mothers’ state anxiety.
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Table 4.1

Comparison of mean (SD) characteristics of mothers and children in the healthy group
versus the past anxiety disorder group.

Healthy Past anxiety p value
Mothers
N 34 22
AGE (yr) 34.31 (3.14) 33.47 (4.95) 44
BMI (kg/m?) 24.51 (4.98) 24.13 (3.13) .75
STAI (state)® 33.29 (5.79) 39.05 (6.98) .001
RMSSD Phase 1 (rest) (Inms) 3.46 (0.53) 3.2 (0.44) .06
RMSSD Phase 2 (stress) (Inms) 3.31 (0.48) 2.92 (0.48) .005
RMSSD Phase 3 (rest) (Inms) 3.38 (0.45) 3.15 (0.51) .08
RMSSD Phase 4 (stress) (Inms) 3.28 (0.43) 3.08 (0.51) .13
RMSSD Phase 5 (rest) (Inms) 3.47 (0.46) 3.17 (0.45) .02
HF Phase 1 (rest) (Inms?) 6.16 (1.02) 5.69 (0.77) .07
HF Phase 2 (stress) (Inms2) 5.92 (0.92) 5.25 (0.86) .009
HF Phase 3 (rest) (Inms?) 5.99 (0.91) 5.49 (0.93) .05
HF Phase 4 (stress) (Inms?) 5.97 (0.72) 5.39 (0.8) .006
HF Phase 5 (rest) (Inms?) 6.25 (0.84) 5.54 (0.85) .003
Children at 2-4 months
N 28 16
Age (wk) 15.2 (5.1) 16.6 (6.2) 41
Sex 8 boys, 20 girls 7 boys, 9 girls 31
Gestation (wk) 39.4 (1.1) 39.1 (2.1) .54
Birth weight (g) 3330 (348) 3269 (562) .87
RMSSD Rest (In ms) 2.47 (0.51) 2.16 (0.44) .048
HF Rest (Inms?) 4.43 (1.04) 3.78 (1.00) .048
Children at 9-10 months
N 15 7
Age (wk) 35.7 (3.1) 35.7 (3.6) > .99
Sex 4 boys, 11 girls 4 boys, 3 girls 170

¢ Analysis focused on the state anxiety subscale of the STAI (20 items measuring the intensity
of anxiety-related symptoms).
b 2 test.
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Figure 4.2. Comparison of mother’s HRV between healthy group and the past anxiety
disorder group.

4.3.2 Impact of Past Anxiety Disorder in Women

Repeated measures ANOVA analysis, adjusted for mother’s age and pre-pregnancy
BMI, revealed a significant between-subjects effect of group (i.e. PAD or healthy) on
both RMSSD HRV (RMSSD: F(1,52) = 4.37, p = .04, partial n? = 0.08) and HF HRV
(HF : F(1,52) = 6.68, p = .01, partial n? = 0.12), indicating reduced HRV in women
with PAD (Figures 4.2a and 4.2b). In addition, there was a significant within-subjects
effect of phase, indicating that mothers’ HRV was significantly different across phases
(RMSSD: F(1,52) = 11.16,p < .001, partial n* = 0.18; HF: F(1,52) = 5.73,p <
.001, partial n2 = 0.10) (see Table 4.1). There was no interaction effect of group
by phase, therefore, subsequent analyses are based on the mean HRV over all five
phases, since the aim of our study was to study differences between women with a
PAD and the healthy group. Between-subjects effects of group remained significant
for HF HRV (F(1,36) = 4.23,p = .048, partial n> = 0.12), but not for RMSSD
(F(1,36) = 1.60, p = .22, partial n? = 0.05) when tests were run on the propensity
score matched sample.

4.3.3 Associations Between Maternal and Offspring HRV

Regression analysis, adjusted for mother’s state anxiety, offspring’s sex and age,
revealed a significant group X mother’s HRV interaction effect on offspring’s HRV
RMSSD (8 =0.98,p =.01) and HRV HF (8 = 0.95, p = .046), indicating that there
is a positive significant association between maternal and offspring HRV in the PAD
group, but not in the healthy group. Adding birth weight and gestation length as
additional covariates showed that the relationship between maternal and infant HRV
was not influenced by changes in birth weight and gestational age.
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Figure 4.3. Comparison of child’s HRV between healthy group and the past anxiety
disorder group.

4.3.4 Impact of Maternal Past Anxiety Disorder on Offspring HRV

An independent t-test showed that children of mothers with a PAD have lower HRV
than those born to mothers without a PAD (RMSSD: t(42) = 2.04,p = .048,H, = .65;
HF: t(42) = 2.05,p = .048, H, = .65; Table 4.1 and Figures 4.3a and 4.3b). Maternal
state anxiety was inversely correlated with offspring RMSSD HRV but this had
marginal significance (r = —0.27,p = .08), while the correlation for HF HRV
was significant (r = —0.33,p = .03). These were correlations in the total group
(consisting of the healthy group and PAD group); no correlations were found between
maternal state anxiety and offspring HRV when focusing on groups separately
(p > .05).

4.3.5 Relationship between Offspring Temperament and Offspring
HRV

Logistic regression analyses controlling for age, sex and gestation length indicated
that the children’s HRV at 2-4 months of age was inversely associated with measures
of their fearfulness carried out at 9-10 months of age (RMSSD: odds ratio = 0.01,p =
.047; HF: odds ratio = 0.20,p = .07). Bootstrapped regression analyses with
fearfulness as a continuous variable also indicated a significant effect of offspring HRV
on fearfulness (RMSSD: 95% CI = [—1.63,—1.19]; HF: 95% CI = [—0.09, —0.01]).

4.4 Discussion

To our knowledge, this is the first study to show that pregnant women with a PAD
have autonomic abnormalities early in pregnancy and that these abnormalities may
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impact on the future physiological (reduced parasympathetic function) and mental
(fearfulness) wellbeing of their offspring. Pregnant women with PAD displayed
reduced parasympathetic nervous system activity (indexed by HRV), compared to
those without PAD. Furthermore, the offspring of mothers with a PAD also had lower
HRV than those whose mothers had been healthy. In the group of mothers with
PAD, an association between maternal HRV and offspring HRV was observed. In the
offspring, lower HRV at 2-4 months was associated with a fearful temperament as-
sessed approximately 7 months later. These findings were independent of variations
in state-anxiety, age, sex, BMI and mother-child associations were not explained by
the children’s birth weight or gestational age.

Consistent with prior research, this study shows that people with past psychiatric
disorders have lower HRV (Kemp & Quintana, 2013; Kemp et al., 2012, 2010; Licht
etal., 2008). The novel contribution we make here is the result that pregnant women
with a past anxiety disorder also have reduced HRV and these psychophysiological
alterations may impact on the future physiological and mental wellbeing of their
offspring. It is important to note that the HF HRV differences between women with
and without PAD - findings associated with a moderate to large effect size - remained
after controlling for confounding factors including state anxiety, age and BMI by
propensity score matching. Future studies are needed to confirm this finding in a
larger sample in order to generalize to both pregnant and non-pregnant women
populations. We note here that women with PAD have a higher level of a subclinical
trait (e.g., anxiety), although it no longer reaches criteria for clinical diagnosis.
Although we controlled for state anxiety as a confounding factor, it is possible that
state anxiety also impacts on maternal HRV as well as the physiological and mental
state of the offspring.

There are numerous possible means by which maternal PAD and/or HRV might
be associated with parasympathetic nervous system function in the offspring. Clearly,
mothers and their children share genes and environmental exposures and the health
of mothers in pregnancy is an important determinant of child development and
health. Maternal behavior may also be an important factor in this association (Rutter,
2002; Stern, 2009; Weaver et al., 2004). In our study, the mothers with a PAD
not only had significantly lower HRV compared to the healthy group, but also had
altered state anxiety, albeit to a lesser extent than in the past. In comparison to the
healthy group, the offspring of mothers with a PAD also had lower HRV. Lower HRV
in all children was shown to be associated with a fearful temperament. Therefore,
it is possible that mothers with a PAD and their offspring share an underlying
psychological disorder, which might explain links between maternal and offspring
HRV. Our study highlights the need for more research into how mothers might
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transmit their pro-anxiety phenotype to their offspring.

A variety of genes influence vulnerability to anxiety disorders. These include
serotonin-transporter linked polymorphic region (5-HTTLPR), Catechol-O-methyl-
transferase (COMT), and brain-derived neurotrophic factor (BDNF) gene variants
(Lee & Park, 2011). Previously, it was reported that the combination of a BDNF V/V
genotype and early life stress predicts changes in brain structure that are associated
with lower HRV and higher anxiety (Gatt et al., 2009). These findings provide a
potential explanation for our observed relationship between HRV of mothers with a
PAD and their children, but not in healthy controls.

Another possibility is that altered autonomic function in pregnant mothers may
impact on the development of their offspring, as a form of developmental program-
ming. Reduced HRV is associated with dysregulation of various allostatic systems,
including glucose regulation, hypothalamic-pituitary-adrenal (HPA) axis function
and inflammatory processes (Thayer & Sternberg, 2006), all of which may program
fetal development (Lupien, McEwen, Gunnar, & Heim, 2009; Matthews & Phillips,
2010; Meyer et al., 2006; Riikkonen et al., 2011; Van den Bergh, 2011; Van den
Bergh et al., 2005; Young, 2002). However, it is not clear whether the abnormal
ANS function, reflected by lower HRV, is an important causative factor in these
disorders, or simply the result of shared underlying processes.

Observed fearfulness in the children at 9 months was associated with their HRV
at 2-4 months. It is possible that 9 month olds with higher fearfulness already had
characteristics of a fearful temperament at 2-4 months, which could explain the
association between reduced HRV and future fearful temperament as a persistence
of these related factors. However, it is very challenging, if not impossible, to
detect these psychological features in young infants (Kagan, 1982; Rapee, 2002).
Therefore, we were unable to determine whether reduced HRV came before the
development of fearfulness or not, making it difficult to infer causation in this
association. Nevertheless, reduced HRV in infancy may be an early risk marker
for the development of psychological abnormalities, such as fearfulness, in later
life. This observation makes an important contribution to the literature, which
indicates strong associations between low HRV and fearful temperament (reflected
in inhibited behavior, shyness, harm avoidance, anxiety and distress) (Calkins &
Swingler, 2012; Kagan, 1982; Kagan, Reznick, & Snidman, 1987). Such
behavioral characteristics have been linked to internalizing problems and psychiatric
diagnoses (Degnan, Almas, & Fox, 2010; Rettew & McKee, 2005). Low HRV may
indicate a vulnerability to the development of psychopathology, as suggested by our
observation that infant’s HRV is related to later fearfulness.
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Our study has a number of advantages, including a prospective design and
longitudinal assessment; assessment of maternal HRV during the first 14 weeks
of pregnancy, which is the period of greatest fetal developmental vulnerability to
external influences; exclusion of women on antidepressants, which is an important
consideration in studies of HRV; and use of an infant temperament (fearfulness)
measure, which avoids bias in parental perceptions.

In summary, our study showed that pregnant women with a PAD had altered
ANS function that was also found in their infants. Alterations in the offspring were
associated with fearfulness in later infancy, suggesting transmission of a pro-anxiety
phenotype from mothers to their children. Determination of the mechanisms of
this transmission should be an important goal of future research. Our findings may
have implications for identifying early risk factors in childhood for the development
of psychological disorders in later life. Thus, future research might build on our
findings to establish novel risk factors for psychopathology in childhood and use
those factors to study the etiology of psychiatric disease in children.
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Abstract

Objective: Mindfulness, or present-moment awareness, is known to decrease psy-
chological distress and may be useful during pregnancy. Therefore, the aim was to
examine the prospective association of mindfulness with autonomic nervous system
functioning during pregnancy and with later social-emotional development of the
infant.

Methods: 156 pregnant women completed self-report mindfulness and emo-
tional distress, and had their autonomic function assessed in their first and third
trimesters, including heart rate (HR), indices of heart rate variability (HRV), pre-
ejection period (PEP), systolic (SBP) and diastolic blood pressure (DBP). Their
infants’ social-emotional development was assessed at 4 months of age.

Results: More mindful pregnant women had less prenatal and postnatal emo-
tional distress (b = —0.06,SE = 0.01, p < .001) and higher cardiac parasympathetic
activity: root mean square of successive differences (RMSSD: b = 0.01,SE =
0.01,p = 0.03) and high-frequency (HF) HRV (b = 0.03,SE = 0.01,p = 0.02). Be-
tween the first and third trimesters, HR increased (b = 7.42,SE = 0.34,p < 0.001)
and RMSSD (b = —0.07,SE = 0.02,p < 0.001), HF HRV (b = —0.16,SE = 0.04,p <
0.001), low-frequency (LF) HRV (b = —0.23,SE = 0.04,p < 0.001) and PEP de-
creased (b = —17.71,SE = 1.04,p < 0.001). In more mindful mothers, however,
parasympathetic activity decreased less (RMSSD: p = 0.01; HF HRV: p = 0.03)
and sympathetic activity (inversely related to PEP) increased less (PEP: p = 0.02)
between trimesters. Their offspring had fewer social-emotional problems (observed
coefficient = —0.19; 95% CI= [—0.37,—0.02], p = 0.03) compared to offspring of
less mindful mothers.

Conclusions: Mindfulness in pregnancy was associated with ANS changes likely
to be adaptive and with better social-emotional offspring development. Interventions
to increase mindfulness during pregnancy might improve maternal and offspring
health but randomized trials are needed to demonstrate this.

Keywords: mindfulness, autonomic nervous system, emotional distress, preg-
nancy, offspring’s social emotional development
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5.1 Introduction

Pregnancy is associated with marked cardiovascular adaptations such as increased
stroke volume (SV) and heart rate (HR) (Abbas et al., 2005; Silversides & Colman,
2007). The autonomic nervous system (ANS) plays a central role in these changes.
It is known that ANS activity is shifted towards higher sympathetic and lower vagal
modulation (e.g. reduced HRV) over the course of pregnancy (Kuo et al., 2000).
The increased SV and HR generate higher cardiac output to offset the drop in total
peripheral resistance that occurs early in pregnancy (Abbas et al., 2005). The net
effect is a slight decrease in mean blood pressure with the decline in DBP being
larger than the SBP fall (Abbas et al., 2005). Since cardiac output keeps rising until
the end of pregnancy and systemic vascular resistance steadily recovers (Clark et al.,
1989; Easterling et al., 1990; Thornburg et al., 2000), blood pressure measures
return to pre-pregnancy levels by term (Christian, 2012; Hermida et al., 2000).

Failure of cardiovascular adaptation during pregnancy may lead to complications
such as hypertension, pre-eclampsia or other cardiovascular diseases (CVD) (Faber
et al., 2004; Thayer et al., 2010; Voss et al., 2000; Walther et al., 2005,
2006). These disorders are associated with greater risks of preterm birth, chronic
hypertension, maternal cardiovascular morbidity and neonatal morbidity/mortality
(Cuevas & Germain, 2011; Magnussen et al., 2009; Young et al., 2010; Zhang et
al., 2007).

A number of mental disorders have also been linked to detrimental cardiovascular
changes in pregnancy. For example, maternal emotional distress or depressive
symptoms are associated with abnormal cardiovascular function, e.g. more reduction
in parasympathetic activity (Shea et al., 2008) and larger increase in blood pressure
(hypertension and pre-eclampsia) (Kurki, Hiilesmaa, Raitasalo, Mattila, & Ylikorkala,
2000; Qiu, Sanchez, Lam, Garcia, & Williams, 2007; Qiu, Williams, Calderon-
Margalit, Cripe, & Sorensen, 2009). Furthermore, both hypertension disorders
(Robinson et al., 2009, 2013; Whitehouse, Robinson, Newnham, & Pennell, 2012)
and maternal emotional distress (Raikkonen et al., 2011; Van den Bergh et al.,
2005) during pregnancy are linked to adverse behavior and developmental outcomes
in infancy, childhood and adulthood.

Psychopharmaceuticals reduce maternal prenatal stress/depression and elevated
levels of blood pressure effectively, but their use during pregnancy is often inap-
propriate because they bear a risk for the fetus (Duley, Henderson-Smart, & Meher,
2006; Ericson, Kéllén, & Wiholm, 1999; Kulin et al., 1998; Mulder, Ververs, de
Heus, & Visser, 2011).
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A better way to cope effectively with stress, anxiety and depression during
pregnancy may be to make enhanced use of mental resources such as mindful-
ness. Mindfulness is an adaptive mental state, often described as the attention
to moment-to-moment experience with an accepting and nonjudgmental attitude
(Baer et al., 2006; Williams, 2008), or as a receptive attentiveness to present
experience (Brown & Ryan, 2003; Holt, 2012). Mindfulness therapy can improve
both mental and physical/physiological health (Hofmann et al., 2010; Nyklicek,
Mommersteeg, Van Beugen, Ramakers, & Van Boxtel, 2013), but studies concerning
the physiological effects of mindfulness during pregnancy are lacking.

Therefore, the present study was designed to test the hypotheses that mindfulness
would be associated with (1) better cardiovascular adaptation during pregnancy, (2)
lower maternal emotional distress and (3) better social-emotional development of
the infant at 4 months.

5.2 Methods

5.2.1 Participants

This sample consisted of 156 pregnant women who were recruited at midwiferies
and a hospital in Tilburg and surroundings. They had low obstetric risk as judged
by the midwiferies and hospitals and made no use of medication or drugs. The
longitudinal nature of the study and the fact that women participated on a voluntary
basis, may explain the biased sample with a higher education in comparison with
the general population of pregnant women.

We had access to medical records of 145 women of whom blood pressure data
were obtained and 110 mothers completed the questionnaire about the social-
emotional development of the infant after birth. The Medical Ethics Committee of
the St. Elisabeth hospital, Tilburg approved the study. All participants provided
informed, written consent.

5.2.2 Procedure

The design of the study is prospective with the following assessment times:

1. First trimester (between 8 and 14 weeks of gestation): for the first assessment
of mothers’ cardiovascular functioning and emotional distress.

2. Second trimester (between 15 and 22 weeks of gestation): for the assessment
of mothers’ mindfulness. This was only performed once, because it is often
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considered as a stable disposition, which has strong relationships with Big Five
personality traits (Giluk, 2009). It was intended to measure mindfulness as
trait-like component by not suggesting a specific time frame of reference when
participants filled out the questionnaire to measure this construct (Walach et
al., 2006).

3. Third trimester (between 31 and 37 weeks of gestation): for the same assess-
ments as in the first trimester.

4. Postnatal (mothers: 2-4 months after delivery): for the third assessment of
mothers’ emotional distress.

5. Postnatal (infant: at 4 months of age): for the assessment of social-emotional

development by the mother of the infant (see below).

5.2.3 Instruments
Mindfulness

The Freiburg Mindfulness Inventory - short form (FMI-s) was used to assess mind-
fulness (Walach et al., 2006). It consists of 14 items covering central aspects of
mindfulness, including attention to external and internal phenomena in the present
moment (e.g. “I am open to the experience of the present moment”), and acceptance
(e.g., “I accept unpleasant experiences”). Items are scored on a scale from 1 to
4. The short form has an adequate internal consistency, in the published original
(aa = .86) and Dutch (a = .79) version (Klaassen et al., 2012), as well as in this
study (a = .85).

Emotional distress

The Edinburgh Depression Scale (EDS) is a 10 item self-report measure designed to
screen women for symptoms of depression and emotional distress during pregnancy
and the postnatal period (Cox, Holden, Sagovsky, 1987). Women indicate before 15
weeks of gestation, at 31-37 weeks of gestation and 2-4 months after birth how they
felt during the last seven days. The reliability and validity of the original and Dutch
versions are adequate (Nyklicek et al., 2004). In our sample the internal consistency
was adequate during the first (¢ = .82) and third (a = .85) trimester of pregnancy.
Both questionnaires were completed at home.

ECG and ICG recording

A 25-minute experimental session assessing the cardiovascular functioning was
conducted at the participants’ home in a quiet room. The session consisted of
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five testing phases, lasting 5 minutes each. Stress was induced in the second
and fourth phase with complex mental arithmetic problems, while the other three
phases consisted of relaxation with peaceful pictures and restful music as applied
before (Taelman et al., 2009; Vlemincx et al., 2011). Mothers’ ECG and ICG
was recorded using seven Ag/AgCl electrodes and the Vrije Universiteit Ambulatory
Monitoring system (VU-AMS) (Goedhart et al., 2007). The electrodes were arranged
according to the VU-AMS configuration guidelines. This system provides continuous
measurements of heart rate (HR), indices of heart rate variability (HRV), and pre-
ejection period (PEB an index of cardiac sympathetic drive, see below).

Blood pressure

Maternal systolic (SBP) and diastolic blood pressure (DBP) data were retrieved from
medical records. Similar to the ECG/ICG recording, blood pressure was measured
in the first and third pregnancy trimester, each time within less than 3 weeks from
the day the ECG/ICG were recorded. For both pregnancy trimesters, there was only
one blood pressure measurement. Three pregnant women with extremely elevated
blood pressure (higher than 140/90 mmHg) were excluded as outliers.

Birth outcomes

All pregnancies were dated using the first day of the last menstrual period, which was
provided by the participants at recruitment. The infant’s day of birth was retrieved
from medical records. Based on these data the gestation length was calculated. The
offspring birth weight was retrieved from medical records, as well as information
on the infant’s health immediately after birth. The infant’s health was assessed
using the Apgar score, which evaluates a newborn baby on five simple criteria (i.e.
Appearance, Pulse, Grimace, Activity, Respiration) (Apgar, 1953).

Infant social-emotional development

When the children were between 4 and 5 months old, mothers filled out the Ages and
Stages Questionnaire - Social-Emotional (ASQ-SE) (Squires et al., 2002) at home. It
measures social-emotional problems, behavioral problems, and social competencies
on a three-point Likert scale. It is a parent reported screening instrument for
infants, which consists of 5 subscales, namely self-regulation, communication, affect,
interaction with people and adaptive functioning. All infants had a total score below
45. In a clinical setting, scores higher than 45 would be required to meet criteria for
further psychological evaluation. One outlier was removed (2.5 standard deviations
from the mean).
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5.2.4 Data Processing and Statistical Analyses

ECG and ICG data were processed using custom software written in Matlab R2012b
(Mathworks, Natick, USA) to obtain HR and indices of sympathetic (PEP) and
parasympathetic (RMSSD and HF HRV) or both (LF HRV) ANS activity, according to
published standards (Task Force of the European Society of Cardiology and the North
American Society of Pacing and Electrophysiology, 1996). ECG beat detection was
carried out with the Hilbert transform algorithm (Benitez et al., 2001). Potentially
erroneous beat detections were identified using a standard approach and screened
by the researchers for validity (Berntson et al., 1990). As HRV measures are right-
skewed, they were log transformed to normality. PEP was calculated from the ICG
as the interval between R-wave onset and the B-point. This B-point was identified
using an extrapolation technique (Jones, 2006).

All analyses were conducted using Stata 12.1. Multilevel (i.e. pregnancy trimester
and mental arithmetic task phase) regression analyses were conducted to exam-
ine the potential association between mindfulness and cardiovascular adaptation
during pregnancy. Interaction effects between mindfulness and task phase were
computed to test whether the association between mindfulness and HR, HRV or PEP
differed between stress versus rest. Interaction effects between mindfulness and
the pregnancy trimester were also computed to test whether potential changes in
HR, HRV, PEP or BP over the course of pregnancy are related to the mother’s level
of mindfulness. The multilevel models were adjusted for emotional distress, level
of education, age and BMI (Vallejo et al., 2005). The models predicting HRV and
PEP were also adjusted for HR (Ramaekers, Ector, Aubert, Rubens, & Van de Werf,
1998).

In addition, a multilevel (i.e. time of measurement: first and third pregnancy
trimester, and 2-4 months postpartum) regression analysis, adjusted for the common
potential confounders level of education, age and BMI, was used to investigate
how mindfulness is related to maternal emotional distress. Finally, the associations
between maternal mindfulness and the continuous variables of social-emotional
development were tested for significance by generating bootstrapped regression
analyses with 95% confidence intervals (5000 iterations) as no normal distribution
of the residuals could be achieved by transforming the data. In these analyses,
maternal age, education and emotional distress, and infants’ sex, birth weight, and
gestation length were controlled.
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5.3 Results

Characteristics of mothers and children are shown in Table 5.1. Mothers who
provided data on the social-emotional development of the offspring (N = 109) did
not differ from mothers who did not provide these data (N = 47) regarding age,
education level, emotional distress or mindfulness (p > .10).

Table 5.1
Descriptive statistics for variables related to infants and mothers

n M (SD) Percent
Infants
Gestation length (weeks) 106 39.57 (1.49)
Birth weight (g) 109 3357.38 (679.63)
Apgar score above 8
At 5 minutes 108/109 99.08%
At 10 minutes 109 100.00%
Males 51/109 46.79%
Age (weeks) 109 13.48 (5.30)
Social-emotional development (total) 109 13.94 (10.67)
Self-regulation 109 5.55 (6.64)
Communication 109 0.78 (2.06)
Affect problems 109 2.94 (3.98)
Interaction with people 109 0.78 (2.47)
Adaptive functioning 109 3.76 (5.58)
Mothers
Mindfulness 156 39.91 (6.19)
Emotional distress (postpartum) 113 4.76 (4.30)
BMI before pregnancy (kg/m?) 156 24.19 (4.11)
Education (Higher Education) 156 67.74%
1st trimester 3rd trimester
n M (SD) n M (SD)  pvalue
HR, HRV and PEP ¢
HR (bpm) 124 8243 (8.89) 128 90.03 (9.44) <.001
RMSSD (Inms) 124 3.36 (0.51) 128 2.96 (0.54) <.001
HF (Inms?) 124 5.96 (0.98) 128 5.20 (1.06) <.001
LF (Inms?) 124 6.44 (0.70) 128 5.84 (0.74) <.001
PEP (ms) 119 73.04 (20.38) 118 60.02 (21.27) <.001
Systolic BP (mmHg) 101 113.05 (10.46) 84 113.77 (10.29) .75
Diastolic BP (mmHg) 100 67.06 (7.42) 84 68.77 (9.54) 12
Emotional distress (prenatal) 124 5.69 (4.20) 128 5.16 (4.15) .84

@ averaged across mental arithmetic task phases

BMI = Body Mass Index, HR = Heart Rate, HRV = HR variability, PEP = pre-ejection period, RMSSD =
root mean squared of successive differences, HF = high-frequency, LF = low-frequency, BP = blood
pressure.
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5.3.1 Mindfulness and Cardiovascular Adaptation During Pregnancy

Adjusted for age, education level, emotional distress and BMI, mindfulness was
significantly positively associated with RMSSD HRV (b = 0.01,SE = 0.01,p = .03)
and HF HRV (b = 0.03,SE = 0.01,p = .02)'. There were also marginally significant
relationships between mindfulness and LF HRV (b = 0.02,SE = 0.01,p = .07),
PEP (b = 0.46,SE = 0.25,p = .06) and HR (b = —0.20,SE = 0.11,p = .07).
These associations between mindfulness and HRV and PEP were not significant after
adjustment for HR (p > .05). No association was found between mindfulness and
baseline SBP or DBP (p > .05).

No evidence was found for an interaction between mindfulness and the dif-
ferent phases of the experimental session for any ANS measure (p > .05). HR
increased across trimesters (b = 7.42,SE = 0.34,p < .001), while RMSSD (b =
—0.07,SE = 0.02,p < .001), HF HRV (b = —0.16,SE = 0.04,p < .001), LF HRV
(b=-0.23,SE =0.04,p < .001) and PEP (b = —11.71,SE = 1.04,p < .001) all de-
creased. DBP increased marginally across trimesters (b = 1.88,SE = 1.02,p = .06).

The results depicted in Table 5.2 show a significant interaction between mindful-
ness and the trimester of pregnancy on RMSSD HRV (p = .01), HF HRV (p = .03),
and PEP (p = .02), after adjustment for HR, emotional distress, age, BMI and level
of education®. This indicates that the more mindful pregnant women were, the
less RMSSD, HF HRV, and PEP declined during pregnancy (Figures 5.1b, 5.1c and
5.1e). The decrease in LF HRV and increase of HR, DBP and SBP over the course
of pregnancy were not significantly different for different levels of mindfulness
(p > .05) (see Table 5.2 and Figures 5.1d, 5.1a, 5.1f and 5.1g).

5.3.2 Mindfulness and Emotional Distress

Mindfulness was negatively associated with emotional distress, after adjustment
for education level, age and BMI (b = —0.06,SE = 0.01,p < .001). There was
no significant effect of time of measurement (p > .05) or an interaction between
mindfulness and time of measurement (p > .05). This indicates that women who
are more mindful tend to suffer less from emotional distress, independently when
emotional stress was measured (i.e. in first trimester, in third trimester or 2-4 months
postpartum).

! Additional adjustment for maternal anxiety (as measured with the State Trait Anxiety Inventory, see
Section 2.4.1) had no effect on the significance of these results.
2see footnote 1
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Figure 5.1. The association between mindfulness and cardiovascular measures over
the course of pregnancy, namely HR, RMSSD HRV, HF HRV, LF HRV, PEBE DBP and SBP

Plots are based on estimated marginal

means from multilevel regression analyses

showing interactions between mindfulness and pregnancy trimester. Minimum,
average and maximum scores for mindfulness in our sample are respectively 26, 40

and 55.
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5.3.3 Mindfulness and Infant Social-Emotional Development

While the subscales ‘self-regulation’, ‘affect’, ‘communication’ and ‘interaction with
people’ of social-emotional development as scored by the mother 4 months after birth
were not significantly related with mindfulness, bootstrapped regression analyses
showed evidence for an association between the subscale ‘adaptive functioning’ and
mindfulness (observed coefficient (OC) = —0.18; 95% CI= [—0.29,—0.06],p =
0.003), indicating that infants of mothers who are more mindful tend to have less
problems in adaptive functioning. The association remained significant after con-
trolling for sex, birth weight, gestation length, infant’s age, mother’s education level
and postnatal emotional distress (OC = —0.19; 95% CI= [—0.37,—0.02],p = 0.03).
None of the covariables showed significant associations with adaptive functioning
(95% CI includes zero, p > .05).

5.4 Discussion

5.4.1 Conclusions

To the best of our knowledge, this is the first study to investigate whether mindfulness
is associated with ANS function during pregnancy. It also assessed the association
of mindfulness with future maternal mental health and offspring social-emotional
development. More mindful pregnant women had less emotional distress, both
during and after pregnancy and higher cardiac parasympathetic activity (reflected
by RMSSD and HF HRV).

Over the course of pregnancy, all mothers experienced significant increases of HR
and marginally significant increases of DBR PEB RMSSD, HF and LF HRV fell between
the first and third pregnancy trimester. These findings are in line with previous
research (Abbas et al., 2005; Christian, 2012; Hermida et al., 2000; Kuo et
al., 2000; Silversides & Colman, 2007). Cardiac parasympathetic activity (RMSSD
and HF) did not decrease as much and sympathetic activity (inversely related to
PEP) did not increase as much in mothers who were more mindful. Decreased
parasympathetic activity and increased sympathetic activity are characteristic of a
hyperactivated cardiovascular system. Therefore, it can be argued that these mothers
maintained a more relaxed physiological state through pregnancy. The benefits of
doing so for the offspring are unknown but we found that offspring of more mindful
mothers had fewer adaptive functioning problems in infancy, suggesting a possible
benefit. If replicated, further studies will be required to determine whether this
benefit arises from improved fetomaternal health in pregnancy, enhancing fetal neu-
rodevelopment or from postnatal benefits of being raised by more mindful mothers.
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Despite published calls for studies to examine physiological concomitants of stress
when examining the effectiveness of body-mind interventions during pregnancy
(Beddoe & Lee, 2008), we could only find two published studies that have done this
(Little et al., 1984; Satyapriya et al., 2009). These studies evaluated the effects
of a relaxation intervention on HRV and BP during pregnancy. During relaxation
exercises, HF HRV increased and was even enhanced during later stages of pregnancy
(Satyapriya et al., 2009). Both SBP and DBP were lower than in controls (Little
et al., 1984). In the present study mindfulness was related to RMSSD and HF
HRYV, but significant associations were not found with HR, LF HRV, PEP or blood
pressure (SBP and DBP). This suggests that mindfulness is predominantly related
to parasympathetic activity. This is in line with studies with non-pregnant women,
which found that components of mindfulness-based stress reduction interventions
tend to increase the parasympathetic ANS mediated component (HF) of HRV (Ditto,
Eclache, & Goldman, 2006; Leonaite & Vainoras, 2010; Paul-Labrador et al.,
2006; Sarang & Telles, 2006; Takahashi et al., 2005; Tang et al., 2009; Wu
& Lo, 2008), although this is not found in all studies (Nyklicek et al., 2013). In
contrast, we could not find a relationship between mindfulness and blood pressure
during pregnancy, despite findings that meditation can reduce blood pressure (SBP
and DBP) in non-pregnant participants (Anderson, Liu, & Kryscio, 2008; Chiesa &
Serretti, 2010; Goldstein, Josephson, Xie, & Hughes, 2012; Nyklicek et al., 2013).
Almost three decades ago, a study with 60 pregnant women showed that systematic
relaxation training lowered SBP and DBP in comparison to a control group (Little et
al., 1984). This finding has not been replicated.

The association between mindfulness and the parasympathetic activity did not
differ between resting versus stress conditions, suggesting that mindfulness may
be related to increased parasympathetic activity in general rather than to stress
reactivity. However, we used a mild stressor in consideration of the pregnant status
of our participants. Therefore, we cannot exclude the possibility that a stronger
stressor such as the Trier Social Stress Test might have provoked different stress
responses in mindful women compared to controls (Holt, 2012; Kemeny et al.,
2012; Nyklicek et al., 2013).

Previous research has shown that HRV tends to decrease as HR and BP rise
(Christian, 2012; Hermida et al., 2000) over the course of pregnancy (Kuo et al.,
2000). Our findings were compatible with this. We also found significant decreases
of PEP and the HRV variables. Furthermore, the changes in RMSSD, HF and PEP were
still related to mindfulness after adjustment for HR, emotional distress, age, BMI
and level of education. Thus, the autonomic changes that we observed, which were
related to mindfulness, were not dependent on HR, emotional distress or the other
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potential confounders. Although we found a relationship between mindfulness and
PEB a marker of cardiac sympathetic nervous system stimulation, we found no similar
relationship with LF HRV. LF HRV has been considered a marker of sympathetic
ANS activity but it is now clear that both the sympathetic and parasympathetic ANS
influence LF HRV, making interpretation difficult. Therefore, PEP is considered a
better indicator of sympathetic activity (Houle & Billman, 1999).

We did not find strong relationships between mindfulness and BP More mindful
mothers did demonstrate less increase in DBP over the course of their pregnancies
but this finding was only marginally significant. In our study, BP was not measured at
the same time as our other measures, relying upon clinical measurements recorded
in the obstetric record. A limitation of this study, therefore, is that our BP measures
were carried out according to standard clinical practice but not recommended
research guidelines. This may have resulted in an increased measurement error in
this variable and may have weakened associations with mindfulness.

Previous studies have suggested that reduced HRV during pregnancy is an in-
dicator of increased risk of developing gestational hypertension or preeclampsia
(Macdonald-Wallis et al., 2012), which may be detrimental to the offspring with
effects such as low birth weight (Ananth, Peedicayil, & Savitz, 1995). Therefore,
the potential benefit of mindfulness in protecting against declining HRV during
pregnancy should be examined to potentially reduce the risk associated with such
pregnancies in the future. However, this cannot be determined without randomized
controlled trials of interventions designed to increase mindfulness during pregnancy.

Previously, several authors have shown that mindfulness in non-pregnant women
predicts self-regulated behavior and positive emotional states and that it is related
to lower mood disturbance and less distress (Baer et al., 2006, 2008; Brown &
Ryan, 2003). To our knowledge, our study is the first to demonstrate a similar
relationship in pregnancy, finding negative associations between mindfulness and
emotional distress. This is in line with earlier findings that techniques enhancing
mindfulness during pregnancy reduce anxiety and perceived stress for up to two
months after the intervention (Bastani et al., 2005; Beddoe et al., 2009; Vieten
& Astin, 2008). Remarkably, the relationship between mindfulness and emotional
distress was significant both during pregnancy and postpartum. Previous research
demonstrated that mindfulness-based cognitive therapy during pregnancy might
cause a decline in measures of depression and that this improvement can continue
into the postnatal period (Dunn, Hanieh, Roberts, & Powrie, 2012). Our findings
offer further support for this notion, suggesting that mindfulness might indeed reduce
the risk of postpartum emotional distress, independently of prenatal emotional
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distress. We would recommend that future studies include a postnatal mindfulness
measurement to better understand the relationship between (prenatal) mindfulness
and postnatal emotional distress.

Mindfulness was associated with the social-emotional development of the off-
spring. Specifically, more mindful mothers had offspring with fewer problems in
adaptive functioning. The subscale measuring this construct assesses the infant’s
success or ability to cope with physiological needs (e.g., sleeping, eating, elimination,
safety) (Squires et al., 2002). This kind of regulatory problems are known to predict
adverse social and adaptive behavior and lower cognition in pre-school age children
(Schmid, Schreier, Meyer, & Wolke, 2010; Wolke, Schmid, Schreier, & Meyer, 2009).
Other social-emotional development measures in this study were not associated with
mindfulness. We are not certain whether this fact (a) truly reflects a very specific
altered social-emotional development in adaptive functioning, (b) whether other
subscales of the questionnaire were not sufficiently sensitive in our young age group,
or (c) reflects a chance finding. Although the questionnaire was designed for 3 to 8
months old infants, many of the measures are likely to be more suitable to children
at the upper end of this age range. Our participants were 4 months old and their
data on communication and interaction with others, for example, may not have
been clearly observable to mothers and may have had limited power to reveal the
influence of maternal mindfulness. The possibility of a chance finding, although it
cannot be ruled out, seems unlikely, in light of the fact that this specific effect was
highly significant, and would remain significant if a correction for multiple testing
was applied.

5.4.2 Study Limitations

The fact that infant’s development was rated by the mother, who was the same
person as the one rating her own mindfulness may be regarded as a limitation of the
present study. However, the potential reporting bias introduced here was minimized
by including mother’s mood (emotional distress) as a variable that was controlled in
the analyses. Besides the suboptimal blood pressure assessment mentioned above,
another limitation is the reduced number of observations regarding the infant’s
development and mother’s emotional distress. This is the result of mothers not
returning the filled-out questionnaire, which possibly is related to the fact that
mothers might be quite busy taking care of their newborn child. This has decreased
power regarding associations with infant’s development variables, but has probably
not limited generalizability of findings, because women who complied with all
aspects of the study did not differ from those not completing these questionnaires
regarding age, education level, emotional distress or mindfulness.
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5.4.3 Strengths and Conclusion

Our study has a number of strengths. Compared to previous studies, we examined
a relatively large population of pregnant women and included data from the first
pregnancy trimester. Most prior studies have focused on the second or third trimester
only. There are numerous studies that have focused on the effects of negative
emotions (anxiety and depression) during pregnancy. However, very few studies
have sought to establish resources able to counteract the effects of these negative
emotional states. Our study provides support for the possibility that enhancing
psychological characteristics such as mindfulness could be beneficial. This should
support the conduct of intervention trials examining the effect of psychological
interventions on positive factors such as mindfulness and their effects in pregnancy.
Perhaps, there is the potential for significant mental and physiological benefits for
both mothers and their children.
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circadian variation in parasympathetic
activity are negatively associated with
