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ABSTRACT

BACKGROUND: Physical inactivity, mental health problems and
obesity, whilst interrelated, each represent a major global health challenge.
Furthermore, obesity substantially contributes to the increasing prevalence
of gestational diabetes mellitus (GDM), an emerging worldwide epidemic
amongst pregnant women. Life events such as pregnancy may affect leisure-
time physical activity as well as mental well-being.

AIMS: This study aims 1) to systemically review the literature concerning
the effects of life events, especially pregnancy, on physical activity; 2) to
compare the prevalence of depressive symptoms in early pregnancy between
women at high risk for GDM and women in the general pregnant population;
3) to examine the associations of cardiorespiratory fitness and physical
activity with health-related quality of life amongst women planning a
pregnancy and at high risk for GDM; and 4) to evaluate the effects of lifestyle
counselling aimed at preventing GDM on self-rated health from early
pregnancy throughout the first year following birth.

METHODS:

Design: This doctoral thesis consists of one published systematic
literature review (study I) and three original study publications (studies II,
III and IV). The data are from two randomised controlled trials: the Finnish
Gestational Diabetes Prevention Study (RADIEL) and the Finnish
Gestational Diabetes Prevention Study Part II: Autonomic Nervous System
and Exercise (ANS-EXE).

Participants: The systematic review consisted of studies amongst
healthy adults. The participants in the two trials consisted of 482 pregnant
women and 39 women planning a pregnancy at high risk for GDM (a history
of GDM or a prepregnancy body mass index [BMI] > 29 kg/m? or both), and
358 pregnant women in the general Finnish population.

Measures: A systematic literature review from the PubMed MEDLINE
and the OVID PsycINFO databases was performed to identify studies that
assessed at least one major life event and a change in physical activity.
Depressive symptoms were assessed using the Edinburgh Postnatal
Depression Scale (EPDS) in pregnant women at risk for GDM, whilst health-
related quality of life was measured using the 36-Item Short-Form Health
Survey (SF-36) amongst women planning a pregnancy and at risk for GDM.
Women at risk for GDM reported their self-rated health by means of a single
question at six time points between early pregnancy and at one-year
postpartum. Cardiorespiratory fitness was assessed by measuring the
maximal oxygen consumption (VOamax) during a cycle ergometer test in
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women planning a pregnancy, and leisure-time physical activity was
measured through a self-report questionnaire.

Lifestyle intervention: The intervention consisted of diet and physical
activity counselling delivered by trained trial nurses (six meetings) and
dieticians (three group meetings) from early pregnancy to one-year
postpartum.

RESULTS: The studies included in the systematic review showed
statistically significant changes in leisure-time physical activity after life
events. Changes varied according to different life events and the age and
gender of the study population (study I). Physical activity decreased both
from prepregnancy to pregnancy, and from prepregnancy to the postpartum
period (study I). Pregnant women at risk for GDM exhibited higher
depression scale scores compared to pregnant women in the general
population during early pregnancy, but this difference disappeared after
adjusting for age, BMI and income (study II). In addition, cardiorespiratory
fitness and leisure-time physical activity were positively associated with the
self-rated general health and physical well-being domains of health-related
quality of life in women planning a pregnancy and at risk for GDM, which
held when controlling for BMI (study III). Furthermore, self-rated general
health and physical well-being differed between those women with very poor
or poor cardiorespiratory fitness (study III). The self-rated health of women
at risk for GDM tended to improve amongst the lifestyle counselling group
and to deteriorate in the control group from pregnancy to one-year
postpartum, although the difference between groups was not statistically
significant (study IV).

CONCLUSIONS: Life events affect leisure-time physical activity; for
example, pregnancy tends to decrease physical activity levels. Consequently,
pregnant women and women planning a pregnancy could be an important
target group for physical activity promotion. The prevalence of depressive
symptoms during early pregnancy is higher amongst women at risk for GDM
compared to women in the general pregnant population. The higher
prevalence seems to be explained by characteristics such as age, BMI and
income. Moreover, even a slightly better cardiorespiratory fitness could be
beneficial for the health-related quality of life amongst women at risk for
GDM who are planning a pregnancy. The effectiveness of lifestyle counselling
for high-risk pregnant women aimed at improving self-rated well-being
requires further research.



TIVISTELMA

TAUSTA: Vihiinen liikunta, mielenterveyden ongelmat ja lihavuus ovat
maailmanlaajuisesti merkittavia vdeston terveyteen liittyvid haasteita, jotka
ovat myds yhteydessa toisiinsa. Lihavuus puolestaan on liheisesti yhteydessi
raskausdiabetekseen, joka on niin ikddn kehittymissd maailmanlaajuiseksi
epidemiaksi raskaana olevien naisten keskuudessa. Raskauden Kkaltaiset
elamidntapahtumat saattavat vaikuttaa sekd liikunta-aktiivisuuteen ettd
henkiseen hyvinvointiin.

TAVOITTEET: Viitoskirjan tavoitteena on 1) koota systemaattisesti
yhteen tutkimusndytté merkittdvien eldméantapahtumien, erityisesti
raskauden, vaikutuksista liikunta-aktiivisuuteen, 2) verrata alkuraskauden
masennusoireiden esiintyvyytta raskausdiabeteksen riskiryhmaan kuuluvien
naisten ja yleisesti raskaana olevien naisten vililla, 3) tutkia hengitys- ja
verenkiertoelimiston ~ kunnon  ja  liikunta-aktiivisuuden  yhteyttad
eldiminlaatuun niiden raskausdiabeteksen riskiryhmiian kuuluvien naisten
keskuudessa, jotka suunnittelevat raskaaksi tulemista 4) sekid selvittda
raskausdiabeteksen ehkdisyyn tdhtddvin elintapaohjauksen vaikutuksia
koettuun terveyteen alkuraskaudesta siihen asti, kun synnytyksestd on
kulunut vuosi.

MENETELMAT:

Asetelma: Viitostutkimus koostuu neljastd osatyostda: yhdesta
julkaistusta systemaattisesta kirjallisuuskatsauksesta (osaty6 I) ja kolmesta
tutkimusjulkaisusta (osatyot II, IIT ja IV). Tutkimusjulkaisuissa kaytettiin
kahden satunnaistetun kontrolloidun kokeen aineistoja: Raskausdiabetes ja
elintavat (RADIEL) seka Raskausdiabetes ja elintavat osa II (ANS-EXE).

Tutkittavat:  Systemaattisen  kirjallisuuskatsauksen  aineistoissa
tutkittavat olivat terveitd aikuisia. Kahdessa kontrolloidussa kokeessa oli
mukana 482 raskaana olevaa ja 39 raskautta suunnittelevaa naista, joilla oli
suurentunut raskausdiabeteksen riski (raskausdiabetes aiemmassa
raskaudessa ja/tai raskautta edeltivad painoindeksi > 29 kg/m2), sekd 358
Suomen yleiseen viestoon kuuluvaa raskaana olevaa naista.

Mittarit: Kirjallisuuskatsaus perustuu PubMed MEDLINE ja OVID
PsycINFO -tietokannoissa tehdyn systemaattisen kirjallisuushaun tuloksiin.
Mukaan hyvaksyttiin tutkimukset, joissa selvitettiin vahintddn yhden
elamintapahtuman vaikutusta liikunta-aktiivisuuteen. Raskausdiabeteksen
riskiryhmain kuuluvien raskaana olevien naisten masennusoireet kysyttiin
Edinburgh Postnatal Depression Scale -lomakkeella ja raskautta
suunnittelevien naisten terveyteen liittyvd eliménlaatu SF-36 Health Survey
-lomakkeella. Koettu terveys selvitettiin yhdelld kysymykselld yhteensa kuusi
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kertaa raskauden aikana ja synnytyksen jidlkeen siihen saakka, kun
synnytyksesta oli kulunut vuosi. Raskautta suunnittelevien naisten hengitys-
ja verenkiertoelimiston kunto mitattiin polkupyoriaergometritestin aikana
mittaamalla maksimaalinen hapenottokyky (VO:max), ja tutkittavat vastasivat
vapaa-ajan liikunta-aktiivisuutta kartoittaviin lomakekysymyksiin.

Elintapainterventio: Koulutetut tutkimushoitajat antoivat ravitsemus-
ja liikuntaohjausta (kuusi henkilokohtaista tapaamista) ja lisdksi
ravitsemusterapeutti ohjasi kolme ryhméatapaamista alkuraskaudesta siihen
asti, kun synnytyksesti oli kulunut vuosi.

TULOKSET: Systemaattinen  kirjallisuuskatsaus  osoitti, ettd
elamantapahtumat vaikuttavat vapaa-ajan liikunta-aktiivisuuteen (osatyo I).
Raskaus vahentda liikunta-aktiivisuutta; raskautta edeltiava liikunta vaheni
sekd raskauden aikana ettd synnytyksen jilkeen (osatyé I).
Raskausdiabeteksen riskiryhmaan kuuluvilla naisilla oli enemmén
alkuraskauden masennusoireita kuin yleisesti raskaana olevilla naisilla. Ero
ryhmien vililla ei ollut endda merkitseva idlld, painoindeksilld ja tulotasolla
vakioinnin jalkeen (osatyo II). Raskausdiabeteksen riskiryhmain kuuluvilla
raskautta suunnittelevilla naisilla hengitys- ja verenkiertoelimiston kunto ja
vapaa-ajan liikunta-aktiivisuus olivat positiivisesti yhteydessid terveyteen
liittyvdn eldminlaadun osa-alueista koettuun terveyteen ja koettuun
fyysiseen hyvinvointiin, my6s painoindeksilld vakioinnin jalkeen (osaty6 III).
Naiset, joilla oli hyvin huono kunto, kokivat terveytensd ja fyysisen
hyvinvointinsa kaikkein huonoimmaksi, jopa verrattuna naisiin, joilla oli
huono kunto (osatyo III). Koettu terveys nédytti paranevan alkuraskaudesta
sithen asti, kun synnytyksestd oli kulunut wvuosi raskausdiabeteksen
riskiryhméin kuuluvilla naisilla, jotka saivat elintapaohjausta. Koettu terveys
néaytti sen sijaan huononevan kontrolliryvhméissd. Ero ryhmien vililla ei
kuitenkaan ollut tilastollisesti merkitseva (osatyo IV).

JOHTOPAATOKSET: Merkittivit elimintapahtumat, kuten raskaus,
vaikuttavat vapaa-ajan liikunta-aktiivisuuteen, joten elimiantapahtumat
voisivat olla otollinen aika liikunta-aktiivisuuden edistimiselle. Raskaus
vahentad liikunta-aktiivisuutta yleisessd vaestossi. Raskausdiabeteksen
riskiryhméain kuuluvilla naisilla on enemmaéan masennusoireita kuin naisilla
yleisesti alkuraskaudessa, mutta ero nayttdisi selittyvin taustatekijoill,
kuten idll3, painoindeksilla ja tulotasolla. Raskausdiabeteksen riskiryhmain
kuuluvilla raskautta suunnittelevilla naisilla jo hieman parempi hengitys-ja
verenkiertoelimiston kunto saattaisi parantaa terveyteen liittyvaa
elimanlaatua. Lisdad tutkimuksia tarvitaan selvittim&idn, voidaanko
raskausdiabeteksen riskiryhm#an kuuluvien naisten koettua hyvinvointia
parantaa elintapaohjauksella.
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1 INTRODUCTION

Physical inactivity, mental health disorders and obesity, whilst interrelated,
each represent significant global health challenges (1—3). While globally
almost 40% of all women are overweight (body mass index [BMI] > 25
kg/m2) or obese (BMI = 30 kg/m?2), even higher rates are found in developed
countries (4). Amongst women of childbearing age, the prevalence of obesity
alone is 37% in the Unites States (5), whereas amongst women who gave
birth in 2015 in Finland, 35% were overweight and 13% were obese (6). Life
events throughout the lifespan, such as pregnancy and having a child, may
have an important impact on both physical activity (PA) and mental well-
being. Life events may create joy, emotional distress and physical changes,
and may disrupt a person’s daily routine.

According to the World Health Organization (WHO), physical inactivity is
the fourth leading risk factor for global mortality, whilst PA levels continue to
decline in many countries (7). Physical inactivity is recognised as a global
pandemic, and thus should be a public health priority (8). In addition to a
range of chronic diseases and early deaths, physical inactivity also causes a
substantial economic burden (9, 10). PA during pregnancy benefits most
women and carries minimal risks. However, normal anatomic and
physiologic changes related to pregnancy as well as foetal requirements may
require some modifications to the physical activities performed (11). In an
uncomplicated pregnancy, aerobic and strength-conditioning PA are
encouraged before, during and after pregnancy (11).

WHO estimates that neuropsychiatric conditions, particularly depression,
are amongst the most important conditions affecting overall disability-
adjusted life years and years lived with a disability in all regions (12).
Moreover, depression during pregnancy is garnering additional attention, as
we expand our understanding of the harmful consequences of depressive
symptoms and antidepressant medication to both the mother and the child
(13, 14).

Health-related quality of life (HRQoL) refers to how health impacts an
individual’s ability to function — that is, an individual’s perceived physical,
mental and social well-being. Self-rated health represents one domain of
HRQoL, as well as a widely used measure of health status itself, and is often
assessed using a single question. Both HRQoL and self-rated health strongly
predict morbidity and mortality, sometimes even more so than objective
measures of health (15—-19). In addition, higher levels of PA are associated
with a better HRQoL in the general population (20).

In addition to other adverse consequences, being overweight and obesity
substantially contribute to the increasing prevalence of gestational diabetes
mellitus (GDM) (21), defined as an impaired glucose tolerance with an onset
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or first recognition during pregnancy (22). In addition to a high BMI, a
history of GDM represents another major risk factor for GDM in a
subsequent pregnancy (21, 23—25). Alarmingly, the prevalence of GDM is
increasing worldwide (26). In Finland, 18% of women who gave birth in 2016
had an abnormal glucose tolerance (6), whilst in the USA almost one in five
women develops GDM during pregnancy (27). This increasing prevalence of
GDM is worrying due to its negative health consequences, including adverse
pregnancy outcomes and an exceptionally high risk of developing type 2
diabetes for both the mother and the child in future (26, 28—30). Depression
is more common in people with type 1 or type 2 diabetes compared to those
without (31), but the prevalence of depressive symptoms amongst women
with GDM has not been extensively studied (32). GDM, however, has been
associated with an adverse HRQoL (33).

GDM represents an emerging global epidemic amongst pregnant women,
and women with GDM may be vulnerable to a poor mental well-being. A poor
mental well-being, in turn, may affect adherence to GDM prevention
strategies, such as lifestyle changes or later to the treatment of GDM.
However, little is known about depressive symptoms or factors associated
with an adverse HRQoL amongst women with or at risk for disease.
Moreover, far too little attention has been paid to identifying effective
methods to improve self-rated well-being amongst high-risk pregnant and
postpartum women.

Thus, this doctoral thesis examines the effects of life events, particularly
pregnancy, on PA. Furthermore, this thesis examines mental well-being, PA
and cardiorespiratory fitness, as well as their associations with each other,
amongst women at high risk for GDM. Finally, this thesis evaluates whether
lifestyle counselling for women at risk for GDM improves their self-rated
health during pregnancy and throughout the first year following birth.
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2 REVIEW OF THE LITERATURE

21 LIFE EVENTS

Life experiences that may greatly influence an individual’s daily routine are
referred to as life-changing events (34). Life-changing events or life events
are defined as ‘those occurrences, including social, psychological and
environmental, which require an adjustment or effect a change in an
individual’s pattern of living’ (35). Life events include the beginning of a
study programme, a change in marital status, moving to a new environment,
a major change in one’s financial situation, obtaining a new job, obtaining a
new family member, the death of a friend or family member, illness or injury
and pregnancy.

2.2 PREGNANCY AS A LIFE EVENT

Pregnancy is a common life event amongst women of reproductive age. In
addition, pregnancy is accompanied by cardiovascular, metabolic,
respiratory, musculoskeletal, endocrine and emotional changes. These
changes cause a weight gain of 8 to 15 kg in a normal pregnancy, body aches,
constipation, dizziness, fatigue, sleep problems, morning sickness, swelling, a
lower haemoglobin and blood pressure, a faster heart rate, a worsened mood,
excitement and fears (36). Furthermore, these symptoms may have a major
impact on the life of the woman and her family. Prenatal care is provided
within primary care to all pregnant women in Finland, aimed at improving
the chance of a healthy pregnancy both for the mother and the foetus.
Pregnancy lasts about 40 weeks, and the weeks are grouped into three
trimesters — the first trimester (weeks 1 to 12), the second trimester (weeks
13 to 28) and the third trimester (weeks 29 to 40) (36).

2.3 LIFE EVENTS AND PHYSICAL ACTIVITY

The experience of stress impairs efforts to be physically active (37). Stressful
events such as family demands and time pressures at work may affect PA and
other health behaviours either by disrupting an individual’s ability to engage
in such behaviours or by increasing unhealthy behaviours. However, studies
examining the association between minor hassles or stressful daily events
and PA show conflicting results. For example, one study collected exercise
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diaries and weekly stress inventories amongst women for eight weeks. In that
study, researchers found that during weeks with a high frequency of minor
stressful events (daily inconveniences, frustrations and hassles) women
exercised less and their exercise-related cognitions, such as exercise
enjoyment, were disrupted (38). By contrast, a longitudinal study showed
that an increase in daily hassles (minor irritations) over a two-year period
was associated with an increase in daily PA amongst women and men aged
27 to 29 years, even though the magnitude of the change was quite small
(39). Moreover, another study found no difference in the number of daily
stressors between exercise days and no exercise days across a sample of
women and men, although those with a low-trait anxiety reported fewer
stressful events on exercise days than on no-exercise days. In addition, those
with strong personal motives for exercise (health, mood or physical
appearance) reported more stressful daily events overall, and experienced
more potentially stressful events as non-stressful on the days they exercised
(40).

Major life events, including getting married, a divorce, the death of a
family member and pregnancy, may create emotional distress or eustress and
disrupt a person’s daily routine, thus impacting health behaviours. Previous
cross-sectional studies have examined the associations between the number
of major life events during a specific time period and subsequent PA at one
time point (41—43). Two studies reported no association between PA and the
number of life events experienced during five years amongst adults (43), and
during three months amongst adolescents (41). However, one study showed
that life events among 1 859 men were associated with lower levels of PA
(44). By contrast, another study reported small associations between the
presence of life events and higher levels of PA in men, and between the
presence of life events and lower levels of PA in women (42).

A systematic review on life events and PA was published in 2008. That
paper reviewed 19 articles published between 1984 and 2006, and concluded
that life events do affect PA (45). The cross-sectional and longitudinal studies
included in the review showed that beginning paid work, marriage and a
change in residential status associated with a decrease in PA amongst young
women. In addition, the cross-sectional studies included showed associations
between widowhood and lower levels of PA amongst men. Furthermore, a
divorce reduced PA in men. A serious illness during childhood was associated
with a decrease in PA in adulthood, and a cancer diagnosis was similarly
associated with lower levels of PA. The systematic review included five
studies examining pregnancy or having a child as a life event, concluding
pregnancy had no major effect on PA, although parenthood was associated
with lower levels of PA, particularly amongst women (45). However, two
studies examining pregnancy (46, 47) did not assess PA before pregnancy.
Therefore, the studies did not actually examine the change in PA caused by
pregnancy. Furthermore, the proportion of pregnant women meeting the PA
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recommendation of at least 150 minutes of aerobic PA per week varies widely
across studies. For example, 23% of pregnant women met the
recommendation in a study conducted in the USA (48), whereas 47% of
women in early pregnancy met the PA recommendation in Sweden (49).

2.4 PHYSICAL ACTIVITY

2.41 DEFINITIONS

PA is defined as ‘any bodily movement produced by skeletal muscles, which
increases energy expenditure (50, 51) above the basal level’ (52). PA can be
categorised in various ways, such as according to type, intensity and purpose.
PA categorised by the context in which it occurs includes occupational,
household, transportation and leisure-time activity (52). Leisure-time
physical activity (LTPA) refers to a variety of activities resulting in
substantial energy expenditure, but the intensity and duration of the
activities can vary considerably. LTPA includes walking, hiking, gardening,
dance, competitive sports, resistance training and structured exercise
training amongst others (51). Exercise is defined as PA that is planned,
structured, repetitive and purposive, the objective of which is to improve or
maintain one or more components of physical fitness (50, 51).

Aerobic PA (or endurance activity or cardiorespiratory activity) is activity
in which the body’s large muscles move in a rhythmic manner for a sustained
period of time, causing a person’s heart to beat faster than normal (51).
Examples include brisk walking, running, cycling and swimming. Aerobic PA
has three components: intensity, frequency and duration. The intensity of
aerobic PA is often divided into light, moderate and vigorous intensities (51).
Health-enhancing PA refers to activity that, when added to baseline activity
(light-intensity activities of daily life, such as standing, walking slowly and
lifting lightweight objects), produces health benefits (53).

Physical inactivity is defined as ‘an insufficient PA level to meet present
PA recommendations’ (54). Sedentary behaviour (from the Latin sedere, ‘to
sit’) refers to ‘those activities that do not increase energy expenditure
substantially above the resting level’ (55). Sedentary behaviour is more
precisely defined as ‘any waking behaviour characterised by an energy
expenditure < 1.5 metabolic equivalents (METs) while in a sitting, reclining
or lying posture’ (54). Typical sedentary behaviours consist of sleeping, lying
down, watching TV, other forms of screen-based entertainment and sitting in
an automobile.

Traditionally, PA has been assessed through self-reported questionnaires.
PA questionnaires are inexpensive and feasible when examining large study
populations. However, self-reported PA may be biased due to under- and
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overreporting, either deliberately (social desirability) or resulting from
cognitive limitations related to comprehension or recall (56-58). PA
questionnaires typically measure multiple dimensions of PA, including the
type, domain, location, time spent in activities and intensity. In addition, PA
questionnaires vary in length. Single-item PA measures as similar with short
PA questionnaires when it comes to reliability and validity (59). Other self-
reported PA assessment methods include interviews and diaries. Currently,
studies more frequently use objective assessment methods for PA, such as
accelerometers (60).

2.4.2 HEALTH BENEFITS

Physical inactivity is estimated to cause as many global deaths per year as
smoking; inactivity causes 9% of premature mortality. Moreover, physical
inactivity is estimated to cause 6% of the burden of disease from coronary
heart disease, 7% from type 2 diabetes, 10% from breast cancer and 10% from
colon cancer (9). Higher levels of PA reduce the risk of breast cancer, colon
cancer, diabetes, ischemic heart disease and ischemic stroke events (61).
Furthermore, PA is associated with a lower risk of mortality and
cardiovascular disease events globally (62). The Women’s Health Study in
the USA examined more than 16 000 women and found that the association
between overall volume of PA and the reduction in all-cause mortality was
even stronger (60-70%) when PA was assessed objectively using
accelerometers compared to estimates from meta-analyses of studies using
self-reported PA (20-30%) (63). In addition, exercise interventions suggest
that PA can improve mental health and decrease symptoms of depression,
anxiety and stress (64, 65).

2.4.3 GUIDELINES FOR ADULTS

The US Department of Health and Human Services (USDHHS) recommends
that, in addition to baseline light-intensity daily activities (such as self-care,
casual walking or grocery shopping), adults should do at least 2.5 hours of
moderate-intensity aerobic PA a week, or 1.25 hours of vigorous-intensity
aerobic PA a week to gain substantial health benefits. Alternatively, an
equivalent combination of moderate- and vigorous-intensity aerobic PA can
be performed. Aerobic PA should be completed in episodes of ten minutes or
longer; preferably, PA should be spread throughout the week. In addition,
adults should increase their aerobic PA to five hours a week of moderate-
intensity, or 2.5 hours a week of vigorous-intensity aerobic PA (or an
equivalent combination of moderate- and vigorous-intensity activity) to gain
additional and more extensive health benefits. Alongside aerobic PA, adults
should complete moderate- or high-intensity muscle-strengthening activities
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that involve all major muscle groups on two or more days a week. As such,
USDHHS recommends that all adults should avoid inactivity, and that some
PA is better than none (53).

The USDHHS guidelines for PA are based on the Physical Activity
Guidelines Advisory Committee’s extensive analysis of scientific evidence on
PA and health. The benefits of PA are seen in generally healthy people, in
people at risk of developing chronic diseases and in people with current
chronic conditions or disabilities. Some health benefits seem to begin with
even smaller amounts of PA, but research shows that meeting the PA
guidelines consistently reduces the risk of many chronic diseases and other
adverse health outcomes (53). Adults with chronic medical conditions and
symptoms and adults with disabilities not able to meet the PA guidelines
should engage in regular PA according to their abilities, and should consult
healthcare personnel about the types and amounts of PA appropriate for
them.

The USDHHS PA guidelines for health were adopted by WHO in its
Global Recommendations on Physical Activity and Health (7), and by
different countries in their national PA guidelines, including Finland (66,
67). The American Heart Association (AHA) recommends following the
USDHHS PA guidelines for adults to improve overall cardiovascular health.
To lower elevated blood pressure and plasma cholesterol, AHA recommends
an average of 40 minutes of moderate- to vigorous-intensity aerobic activity
three or four times a week (68). The current USDHHS PA guidelines were
released in 2008, with the second edition currently in preparation. As such,
the 2018 Physical Activity Guidelines Advisory Committee submitted its
Scientific Report to the Secretary of Health and Human Services in February
2018 (69). Based on the expanding evidence base resulting from ten years of
research, the committee views PA as providing even more health benefits,
benefits which can be achieved in more flexible ways than those
recommended in the 2008 guidelines. For example, bouts or episodes of
moderate-to-vigorous PA of any duration provide health benefits (69).

2.4.4 HEALTH BENEFITS FOR PREGNANT WOMEN

Regular aerobic PA during pregnancy improves or maintains
cardiorespiratory fitness, prevents lower back pain and urinary incontinence,
possibly reduces symptoms of depression and improves weight gain control
(11, 70—72). To gain these benefits, the intensity of PA should be mild or
moderate for previously sedentary women and moderate to vigorous for
previously physically active women (71). Moreover, resistance training
combined with aerobic PA improves cardiorespiratory fitness and prevents
urinary incontinence (73). A systematic review in 2015 showed that PA
during pregnancy may prevent excessive maternal weight gain and the
development of GDM, independent of other health behaviours such as eating
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a healthy or unhealthy diet (74, 75). In addition, PA reduces the risk of
preeclampsia and caesarean deliveries, and modestly increases the chance of
a normal delivery (11, 76). PA during pregnancy is not associated with a lower
birth weight or preterm birth (71), but reduces the chance of an excessive
birth weight (77). In addition, aerobic PA in lactating women appears to
improve maternal cardiovascular fitness without a detrimental effect on milk
production and composition, infant growth or development or maternal
health (78). Current evidence related to the benefits of PA during pregnancy
remains limited, but there is no evidence of harm when not contraindicated
(11). Further research is needed to examine the effects of PA on pregnancy-
related outcomes, and to identify the most effective behavioural counselling
methods as well as the optimal frequency and intensity of PA during
pregnancy (11).

2.4.5 GUIDELINES FOR PREGNANT WOMEN

In 1985, the American College of Obstetricians and Gynaecologists (ACOG)
published its first guidelines on exercise during pregnancy and the
postpartum period. These guidelines were based on the limited evidence
published at that time. Pregnant women were advised, for example, to limit
their heart rate to 140 beats per minute and not to perform intense activity
continuously for more than 15 minutes (79, 80). Subsequently, most studies
demonstrated that any effects of PA during pregnancy were likely to benefit
the mother and the foetus (79, 80). Therefore, more recent guidelines paid
more attention to the benefits of PA during pregnancy and less to any
concern for adverse outcomes.

The most recent update to the ACOG PA and exercise guidelines for
pregnant and postpartum women was published in 2015 (11). ACOG now
argues that PA during pregnancy carries minimal risks and largely benefits
most women. However, some modifications to exercise routines may be
necessary because of the anatomical and physiological changes as well as
foetal requirements during pregnancy. The major changes during pregnancy
are an increased weight gain and a shift in the point of gravity, leading to
progressive lordosis. Therefore, an increase in the forces across the joints and
the spine occurs during weight-bearing exercise (11). As a result, more than
60% of pregnant women suffer from low-back pain (81). Normally, blood
volume, heart rate, stroke volume and cardiac output increase during
pregnancy, whilst vascular resistance decreases (11). In addition, pregnancy
causes respiratory changes. These consist of minute ventilation increases of
up to 50%, mostly because of the increased tidal volume. The pulmonary
reserve decreases and, thus, pregnant women’s ability to exercise
anaerobically is impaired and the oxygen availability consistently lags during
strenuous aerobic exercise and an increased work load (11).
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Nevertheless, engaging in aerobic and strength-conditioning exercises
before, during and after pregnancy should be encouraged amongst women
with uncomplicated pregnancies. Women with medical or obstetric
complications should be evaluated by obstetrician-gynaecologists and other
obstetric care providers before making any PA recommendations (11). ACOG
recommends developing a PA programme with the pregnant woman and
adjusting it as medically indicated, leading to an eventual goal of moderate-
intensity PA for at least 20 to 30 minutes per day on most or all days of the
week (11). Following pregnancy, exercise routines can be gradually resumed
as soon as it is medically safe. The mode of delivery and the presence or
absence of medical or surgical complications impact the timing and intensity
for resuming exercise routines. Some women may return to their physical
activities within days of delivery. This has not been associated with adverse
effects in the absence of medical or surgical complications (11).

Moreover, USDHHS recommends healthy pregnant women not already
highly active or engaging in vigorous-intensity PA before pregnancy engage
in at least 2.5 hours of moderate-intensity aerobic PA a week during
pregnancy and the postpartum period. Pregnant women who are highly
active or habitually engage in vigorous-intensity aerobic PA can continue PA
during pregnancy and the postpartum period if they remain healthy and
discuss their PA with a healthcare provider (53). Many countries have
country-specific guidelines on PA during pregnancy. Most guidelines support
moderate-intensity PA and initiating an exercise programme during
pregnancy, and rule-out exercise that carries a risk of falling, trauma or
collisions (82). In Finland, pregnant and postpartum women are encouraged
to be physically active according to the general PA guidelines for adults (at
least 2.5 hours a week of moderate-intensity aerobic PA) with some
modifications similar to those listed in the ACOG guidelines (66).

The types of exercise that should be avoided during pregnancy include
those with a risk of trauma — that is, contact sports, ice hockey and downhill
ski racing as well as diving because the foetus is not protected from problems
associated with decompression (83). Motionless postures, including certain
yoga positions and the supine position, should also be avoided because these
may result in a decreased venous return and hypotension (84). When
exercising, pregnant women should stay well-hydrated, wear loose-fitting
clothing and avoid high heat and humidity to protect against heat stress (11).

20



2.5 CARDIORESPIRATORY FITNESS

2.5.1 DEFINITIONS

Physical fitness is defined as ‘a set of attributes that people have or achieve
that relate to the ability to perform PA’ (51). Physical fitness contributes to
the ability to carry out daily tasks with vigour and alertness, without too
much fatigue and the energy to enjoy leisure-time pursuits and to meet
unforeseen emergencies (52). Physical fitness includes cardiorespiratory
endurance, skeletal muscular endurance, skeletal muscular strength, skeletal
muscular power, speed, reaction time, agility, flexibility, balance and body
composition. These attributes differ in their importance when it comes to
either health or athletic performance; therefore, a distinction between
health-related fitness and performance-related fitness has been made. As
such, health-related fitness includes cardiorespiratory fitness, muscular
strength and endurance, body composition and flexibility, attributes
important to public health (50). However, other attributes related to
performance-related fitness, such as balance, can also play an important role
in health.

Cardiorespiratory fitness (or aerobic fitness) refers to the maximal
capacity of the cardiorespiratory system to take up and use oxygen. This is
typically expressed in millilitres of oxygen per minute adjusted for total body
mass or fat-free mass, expressed in kilograms. Cardiorespiratory fitness is
usually measured in a laboratory setting using indirect calorimetry (analysis
of 02 and CO2 in respiratory gases) as the maximal aerobic power or maximal
oxygen consumption (VO:max) during a maximal cycle ergometer or treadmill
test until voluntary fatigue. VOamax is the highest rate of oxygen uptake
achieved during heavy dynamic exercise. Cardiorespiratory fitness can be
estimated from the peak power achieved on a cycle ergometer or time spent
on a standard treadmill test. Submaximal tests, in which the heart rate
response is extrapolated to an age-predicted endpoint, provide a less precise
estimation (51).

2.5.2 HEALTH BENEFITS

Cardiorespiratory fitness and PA play important and independent albeit
overlapping roles in cardiovascular health (85). Longitudinal studies
demonstrated that cardiorespiratory fitness, determined during submaximal
or maximal exercise tests, and self-reported PA are associated with greater
longevity and better physical health (86, 87). PA and cardiorespiratory
fitness are closely related; cardiorespiratory fitness is primarily, although not
entirely, determined by aerobic PA during recent weeks or months.
Cardiorespiratory fitness is also determined by genetic factors, but probably
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more by environmental factors, principally PA (88). Some longitudinal
studies report that cardiorespiratory fitness, determined using a maximal
treadmill test, more strongly associated with all-cause mortality than self-
reported PA (89).

2.6 GESTATIONAL DIABETES MELLITUS (GDM)

2.6.1 DEFINITION AND PREVALENCE

Gestational diabetes mellitus (GDM) is commonly defined as an impaired
glucose tolerance with onset or first recognition during pregnancy (22). The
International Association of Diabetes and Pregnancy Study Groups
(IADPSG) Consensus Panel in 2010 defined GDM as ‘any degree of glucose
intolerance with onset or first recognition during pregnancy that is not
clearly overt diabetes’ (90). This definition distinguishes between women
with overt diabetes — that is, women with type 2 diabetes previously
undiagnosed or not treated outside pregnancy — and women with GDM that
resolves after pregnancy. Normal pregnancy is associated with insulin
resistance, which leads to an increased insulin demand. GDM occurs when
the woman’s body cannot make enough insulin in order to meet its extra
needs during pregnancy. The high blood glucose values associated with GDM
typically return to normal levels following birth. It is important to
differentiate between the two groups of women because of the increased risk
of both obstetrical and diabetes complications as well as the congenital
malformations of newborns common amongst pregnant women with type 2
diabetes diagnosed initially during pregnancy; such women require
appropriate monitoring and treatment during pregnancy (91—93). Moreover,
the ongoing epidemics of obesity and diabetes have resulted in an increasing
prevalence of type 2 diabetes in young women and, thus, the number of
undiagnosed type 2 diabetes before pregnancy is increasing (93, 94).
IADPSG, the American Diabetes Association (ADA) and WHO
recommend that all pregnant women be screened for GDM between 24- to
28-weeks gestation (22, 90, 95). The recommended diagnostic thresholds in
a 75-g 2-h oral glucose tolerance test (OGTT) are as follows: a fasting plasma
glucose > 5.1 mmol/l, 1-h value > 10.0 mmol/l and 2-h value > 8.5 mmol/l.
In addition, JADPSG, ADA and WHO recommend that high-risk women
should be screened during the first trimester of pregnancy, and diagnosed
with overt, non-gestational diabetes if their glucose values from OGTT
exceed the threshold values for diabetes in non-pregnant individuals (22, 90,
95). Regardless of the recommendations, the criteria for the diagnosis of
GDM vary between and within countries (96). In Finland, all pregnant
women (except women younger than 25, with BMI < 25 kg/m2 and with no
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family history of GDM) have been screened for GDM since 2008. GDM
screening occurs between gestational weeks 24 and 28, and is diagnosed if
one or more glucose value is pathological in a 75-g 2-h OGTT. The diagnostic
thresholds in Finland are as follows: a fasting plasma glucose > 5.3 mmol/l, a
1-h value > 10.0 mmol/] and a 2-h value > 8.6 mmol/] (97). In addition, high-
risk women (e.g., BMI > 35 kg/m2, GDM in a previous pregnancy, type 2
diabetes diagnosed in close relatives) are screened at between gestational
weeks 12 and 16 (97).

The Hyperglycaemia and Adverse Pregnancy Outcome (HAPO) study
included more than 23 000 women from 15 centres and nine countries
between 2000 and 2006; the overall prevalence of GDM reached 17.8% when
using the IADPSG diagnostic criteria from 2010 (98). The prevalence was
highest in California, USA (25.5%) and lowest in Brisbane, Australia (12.4%)
(98). Along with obesity (2), the prevalence of GDM has also been increasing
worldwide (26). However, comparisons of prevalence across countries or
regions remain challenging because of the heterogeneity in screening
practices and diagnostic criteria (26, 96). In Finland, 9.6% of women who
delivered in 2008 had a pathological OGTT result, whilst the percentage
increased to 12.7% in 2012, 15.9% in 2015 and 17.5% in 2016 (6). However,
the percentage of women with GDM would be even higher if the IADOSG
diagnostic criteria for GDM were applied in Finland.

2.6.2 RISK FACTORS

The primary risk factors for GDM include a high BMI, a history of GDM, a
high maternal age and a family history of diabetes (24, 25, 99—101). Being
overweight (BMI > 25 kg/m?2) and obesity (BMI > 30 kg/m2) contribute
substantially to the increasing prevalence of GDM (21). Globally, almost 40%
of all women are overweight, and even higher rates are found in developed
countries (4). Amongst women of childbearing age, the prevalence of obesity
alone was 37% in 2013 to 2014 in the USA (5), whereas 35% of women who
gave birth in 2015 in Finland were overweight and 13% were obese (6). A
history of GDM represents another major risk factor for GDM during a
subsequent pregnancy (23—25).

The prevalence of GDM varies between ethnic groups. In a study
conducted in California, prevalence was highest among Filipinas and Asians,
intermediate among Hispanics and lowest among non-Hispanic whites and
African-Americans (102). Moreover, ethnic minority women in Europe as
well as migrant women in several countries are at an increased risk of GDM
(103, 104). In addition, the recurrence rate of GDM is higher amongst
Hispanic, African-American and Asian women compared with non-Hispanic
white women (105). Epidemiological studies suggest that PA before and
during pregnancy, as well as a healthy pregravid diet, may be related to a
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lower GDM risk (106). GDM is also associated with social deprivation, a
history of macrosomia and a history of perinatal complications (99, 100).

2.6.3 HEALTH CONSEQUENCES

Although GDM usually resolves following pregnancy, it is associated with
significant short- and long-term morbidities both amongst mothers and their
infants. Hyperglycaemia (high blood sugar) and GDM during pregnancy
increase the risk of pregnancy complications, including pre-eclampsia,
labour induction and caesarean section (107, 108). Moreover,
hyperglycaemia and GDM are associated with adverse neonatal outcomes,
including large for gestational age, macrosomia (infant body weight > 4000
g), shoulder dystocia and infant adiposity (107-109). In the long-term,
women with a history of GDM are at an increased risk for GDM recurrence
(25). Furthermore, GDM is associated with an exceptionally high risk of
developing type 2 diabetes in both the mother and the child in future (26,
28-30, 110). For instance, women diagnosed with GDM have at least a
seven-fold increased risk for type 2 diabetes (28). Type 2 diabetes, in turn,
carries adverse consequences including atherosclerotic cardiovascular
disease (111).

2.7 DEPRESSIVE SYMPTOMS DURING PREGNANCY

2.7.1 DEFINITIONS

Depression, or a major depressive disorder, is a mental illness that negatively
affects the way a person feels, thinks and acts. Depressive symptoms can vary
from mild to severe. The symptoms include feelings of sadness or a
depressed mood, a loss of interest in activities previously enjoyed, changes in
appetite, trouble sleeping or sleeping too much, a loss of energy, feeling
worthless or guilty, difficulty thinking, making decisions or concentrating
and thoughts of death or suicide (112). In diagnosed depression, severe
symptoms cause noticeable problems in relationships with others or in daily
activities, and symptoms must be present for at least two weeks (112).
Peripartum depression refers to depression during pregnancy or after
child birth (113). The term peripartum recognises that depression related to
having a child often begins during pregnancy (113). Depression occurring
during pregnancy is also known as antenatal or prenatal depression. The
term postpartum depression, in turn, refers to depression occurring within
the first year after giving birth. Whilst major depression is diagnosed by a
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physician, depressive symptoms can be assessed using scales or
questionnaires.

2.7.2 PREVALENCE, HEALTH CONSEQUENCES AND RISK FACTORS

Major depression affects more than 300 million people worldwide (114). In
turn, depression represents the leading cause of disability, contributing
substantially to the overall burden of disease (114). Furthermore, the burden
of depression and other mental health problems is increasing globally (114,
115). Depression is more common amongst women than men (112, 114, 116).
The highest risk period amongst women is from early adolescence to the
mid-50s (116). Vulnerability to depression may increase during pregnancy
and the postpartum period, and women with a history of depression are at
risk for recurrent episodes or relapse during those life events (116, 117).
Systematic reviews report prevalence rates of 7% and 11% for depression
during the first trimester, and 9% and 13% during the second and third
trimesters of pregnancy, respectively (117, 118). Postpartum depression is
estimated to affect 10% to 20% of women following birth (117, 119, 120).

Depression during pregnancy is associated with preterm birth, a low birth
weight and decreased breastfeeding initiation, amongst other negative health
consequences for both the mother and the child (121—123). A Finnish study
found major depression during pregnancy associated with several adverse
perinatal outcomes, such as stillbirth, preterm birth, a low birth weight,
small for gestational age and major congenital abnormalities (124). Another
prospective Finnish study of more than 2 000 women and their children at 2
to 6 years of age demonstrated that higher maternal depressive symptoms
during pregnancy predicted a child’s psychiatric problems during early
childhood (125).

In addition, depression during pregnancy is one of the greatest risk
factors for postpartum depression (126, 127). Postpartum depression, in
turn, is associated with paternal depression, poor maternal-infant
interactions, impaired emotional development and delayed cognitive skills in
infants (128-131). The most important risk factors for depression during
pregnancy consist of a history of mental illness, stressful life events and
stress, a lack of partner or social support, a history of abuse or domestic
violence, an unplanned or unwanted pregnancy, present or past pregnancy
complications and pregnancy loss (132, 133).

2.7.3 DEPRESSIVE SYMPTOMS AND GESTATIONAL DIABETES

Individuals with type 1 or type 2 diabetes experience more depression
compared to people without diabetes (31). Many of those with type 2 diabetes
as well as GDM are overweight or obese. According to a meta-analysis, obese
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persons have a 55% increased risk of developing depression over time,
whereas depressed persons have a 58% increased risk of becoming obese.
The association between depression and obesity (BMI = 30) is stronger than
the association between depression and being overweight (BMI = 25-29.9)
(134). Whilst GDM and depression are both common conditions during
pregnancy, depression amongst women with or at risk for GDM has not been
extensively studied (32).

Previous studies examining the relationship between GDM and depressive
symptoms during pregnancy provide contradictory results (135—-145). Most
studies report no difference in the occurrence of depression or depressive
symptoms between pregnant women diagnosed with GDM and pregnant
control women, that is, pregnant women without GDM (135-142). A cross-
sectional study assessed depressive symptoms using the Edinburgh Postnatal
Depression Scale (EPDS) between 24- and 40-weeks gestation, and found no
significant difference in the mean scores between 65 women with GDM [6.5,
standard deviation (SD) 6.2] and 70 pregnant controls (5.9, SD 5.3) (140).
Another cross-sectional study from the USA examined 425 women with
GDM, 226 women with pre-existing diabetes and 1 747 controls with a mean
gestational age of 23 weeks, and reported no difference between women in
terms of depressive symptoms assessed using the Patient Health
Questionnaire-9 (mean scores of 3.73 vs. 4.38 vs. 3.5) or in the current use of
antidepressants (135). Furthermore, a prospective study conducted in the
USA showed no difference in relation to increasing depressive symptoms
assessed using the Centre for Epidemiological Studies-Depression Scale
(CESD) measured from prepregnancy to postpartum comparing 64 women
with GDM to 1 233 control women (137). In addition, two cross-sectional
studies also from the USA, with 206 and 68 women with GDM, respectively,
found no difference between women with GDM and non-diabetic pregnant
controls in terms of the mood states assessed using the Mood States—Bipolar
Form profile (136, 141). Another prospective study conducted in the USA
found no difference in the mean level of OGTT or in the proportion of
abnormal GDM screens at 26- to 28-weeks gestation between 41 women with
a past major depressive disorder, 39 women with a current major depressive
disorder, 50 women with a bipolar disorder and 62 healthy controls (142).

By contrast, three previous studies found a higher prevalence of
depressive symptoms in women with GDM compared to controls (143-145).
A case—control study conducted in Canada reported a higher mean EPDS
score in 26 women with diagnosed GDM compared to 26 pregnant control
women matched for gestational age, BMI and age (6.8, SD 4.0 vs. 4.2, SD
2.6) (143). A retrospective cohort study from the USA with a large sample
size of low-income women found that 657 women with type 1, type 2 or
gestational diabetes were significantly more likely to have a depression
diagnosis or to take an antidepressant compared to 10 367 women without
diabetes during pregnancy [5.8% (95% confidence interval (CI) 4.0—7.6) vs.
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2.7% (95% CI 2.4—3.0)] and postpartum [13.1% (95% CI 10.5—15.7) vs. 7.3%
(95% CI 6.8—7.8)] (144). Furthermore, a cross-sectional pilot study
conducted in Ireland found that compared to 25 non-diabetic pregnant
women, 25 women with GDM had a higher depression score [median 6
(range 0—28) vs. median 2 (range 0—38), effect size r = 0.31] assessed using
the Depression Anxiety Stress Scale (DASS) at a mean of 32-weeks gestation
(145).

We found only one previous study that examined depressive symptoms in
women at risk for GDM. This study was a secondary analysis of a GDM
prevention trial conducted in maternity clinics in Finland, consisting of 338
women at risk for GDM. The study found that 16.3% of women experienced
depressive symptoms in early pregnancy (146). However, the study included
no reference group of pregnant women from the general population and
assessed depressive symptoms using the 15-dimension generic HRQoL
instrument (15D) including questions on depressive symptoms, rather than a
validated depression scale.

To conclude, some studies found no differences in the occurrence of
depression or depressive symptoms between pregnant women diagnosed
with GDM and pregnant women without GDM (135-142), whereas other
studies found a higher prevalence of depressive symptoms in women with
GDM (143-145).

2.8 HEALTH-RELATED QUALITY OF LIFE (HRQOL) AND
SELF-RATED HEALTH

2.8.1 DEFINITIONS

HRQoL refers to the individual evaluation of one’s own health status (147).
More precisely, HRQoL refers to how health impacts an individual’s ability to
function — that is, an individual’s perceived physical, mental and social well-
being. HRQoL is a more powerful predictor of mortality and morbidity than
many objective measures of health (16). HRQoL can be measured either
through disease-specific questionnaires or using generic questionnaires, such
as the 36-Item Short-Form Health Survey (SF-36), which is the most widely
used HRQoL measure (148, 149).

Self-rated health is one domain normally included in HRQoL
questionnaires. In addition, it is a widely used measure of health status on its
own, and is often assessed using a single question with five response
alternatives ranging from poor to excellent. Self-rated health strongly
predicts a change in functional ability, the use of health services, morbidity,
and mortality even after adjusting for key covariates such as comorbidity (15,
17-19, 150, 151). A poorer self-rated health status is, for example, associated
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with a higher risk for type 2 diabetes (152, 153). Moreover, self-rated health
has shown a good test-retest reliability (154, 155), and is associated with
both clinical risk factors and psychological well-being (156, 157). Both
HRQoL and self-rated health take into account an individual’s own
perception, which is fundamental when defining and understanding well-
being.

2.8.2 HEALTH-RELATED QUALITY OF LIFE AND PREGNANCY

HRQoL changes during the course of a pregnancy; as such, studies suggest
that HRQoL and self-rated health decrease during pregnancy, improve after
childbirth and may decrease again postpartum (158, 159). In a multiethnic
sample of 1 809 women, the physical functioning domain of HRQoL, as
assessed using SF-36, declined significantly from prepregnancy to 24- to 28-
and 32- to 36-weeks gestation, improving again at 8- to 12-weeks
postpartum; the vitality domain of HRQoL declined from prepregnancy to
pregnancy, and did not improve to prepregnancy levels at postpartum (158).

Physical and mental self-rated health, both assessed using a single
question, varied significantly over time from mid-pregnancy to one-year
postpartum amongst Swedish women (159). The proportion of women with a
poor physical self-rated health was 20.4% at mid-pregnancy, 36.9% in late
pregnancy, 19.9% at two-months postpartum and 33.7% at one-year
postpartum. Self-rated mental health showed a similar pattern (159). HRQoL
and self-rated health appear poorer amongst obese pregnant women
compared to non-obese pregnant women (158, 160). Furthermore, a higher
BMI, a higher weight gain during pregnancy and pregnancy complications
have been identified as determinants of poorer self-rated physical well-being
amongst pregnant women (160).

2.8.3 HEALTH-RELATED QUALITY OF LIFE AND GESTATIONAL
DIABETES

A recent systematic review included ten studies evaluating HRQoL amongst
women with GDM, concluding that women with GDM have a poorer HRQoL
in both the short- and long-term (33). Furthermore, a prospective cohort
study assessed HRQoL using SF-36 amongst 64 women with GDM and 1 233
control women; a significantly greater proportion of women with GDM
compared to controls had poor or fair physical functioning (20% vs. 9%) and
self-rated health (22% vs. 12%) domains for HRQoL prior to pregnancy, as
recalled at 12- to 20-weeks gestation (137).

GDM is associated with adverse self-rated health during pregnancy and
up to three to five years after diagnosis (137, 158, 161—164). Amongst 1 809
pregnant women, those with GDM were significantly more likely to report
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poor or fair self-rated health compared to those without GDM (158).
Moreover, women with a history of GDM had a worse self-rated health than
women without a history of GDM amongst 177 420 women aged 18 to 44
(162). A greater proportion of women with GDM had a poor or fair self-rated
health at 8- to 12-weeks postpartum (19% vs. 10%). The decline from
prepregnancy to postpartum in the self-rated health and other domains of
HRQoL were, however, similar in both groups. Amongst women with GDM,
11% reported a decline in self-rated health (137).

2.8.4 ASSOCIATIONS BETWEEN HEALTH-RELATED QUALITY OF
LIFE, PHYSICAL ACTIVITY AND FITNESS

Systematic reviews including mostly cross-sectional studies conclude that
self-reported LTPA is associated with better HRQoL in the general
population (20, 165). Moreover, longitudinal studies suggest that an increase
in LTPA leads to improvements in HRQoL in the general population (166,
167).

Similarly, higher levels of LTPA have been associated with better HRQoL
in women before pregnancy, during pregnancy and at postpartum. In a
prospective study of 1 809 women in the general population, no exercise
prior to pregnancy was associated with a poor or fair self-rated health and
poor physical functioning domains for HRQoL, as assessed using SF-36
(158). Moreover, no exercise during pregnancy was associated with a poor or
fair self-rated health, poor physical functioning and poor vitality domains for
HRQoL. At 8- to 12-weeks postpartum, no exercise was associated with poor
physical functioning and poor vitality (158). However, one small randomised
controlled trial (RCT) and one small longitudinal survey study reported no
association between HRQoL and LTPA during pregnancy, either amongst
healthy or overweight and obese women (168, 169). One previous Finnish
intervention study examined women at risk for GDM and the associations
between LTPA and HRQoL as assessed using 15D (146). The study included
399 women, and found that at-risk women who met the PA guidelines (at
least 150 minutes of moderate-intensity LTPA per week) at the end of their
pregnancy had a better HRQoL at the end of pregnancy, but not at the
beginning of pregnancy, when compared to women who did not meet the
guidelines (146).

A limited number of cross-sectional studies have examined the
association between cardiorespiratory fitness and HRQoL. An even smaller
number of studies have examined the association between HRQoL and
objectively measured VOomax, the gold standard for assessing
cardiorespiratory fitness (170). Previous studies reported cross-sectional
associations between higher levels of measured cardiorespiratory fitness and
better HRQoL in middle- and older-aged women and men, in healthy young
men, in patients with McArdle disease and in women at high risk for
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cardiovascular disease (171—175). In addition, an association was found
between a higher cardiorespiratory fitness assessed by the peak oxygen
uptake in a maximal treadmill test, and better HRQoL in adults with and
without type 2 diabetes (176). Existing studies suggest that cardiorespiratory
fitness is most often associated with the physical domains of HRQoL (171—
176). Studies examining the associations between HRQoL and
cardiorespiratory fitness amongst women with or at risk for GDM remain
lacking.

29 LIFESTYLE INTERVENTIONS AND GESTATIONAL
DIABETES

The most important method to prevent GDM amongst women at risk
remains lifestyle changes, such as diet and exercise. Likewise, the main
treatment for GDM is lifestyle changes. Lifestyle interventions including
healthy eating and PA aim to prevent GDM amongst at-risk women. Amongst
women with GDM, PA helps maintain blood glucose concentrations within a
target range and improve health outcomes for the mother and the baby.

A systematic review published in 2017 examined the combined effect of
diet and exercise interventions for preventing GDM, and included 23 RCTs
(177). The lifestyle interventions included in the review showed a possible
reduced risk of GDM and caesarean section amongst the diet and exercise
groups compared to the standard care groups. The review found no clear
effects of the interventions on pre-eclampsia, pregnancy-induced
hypertension or hypertension, perinatal mortality or babies born large for
gestational age (177). Moreover, a meta-analysis of individual participant
data from RCTs, which synthesised evidence on the effects of diet and PA
interventions during pregnancy, was also published in 2017. The results
revealed that across individual interventions those based primarily on PA
showed a reduction in GDM (75).

Another recent systematic review included 15 RCTs of lifestyle
interventions for the treatment of women with GDM (178). The review
concluded that, for babies, lifestyle interventions were associated with a
lower risk of being born large for gestational age, and that birth weight and
the prevalence of macrosomia were lower in the lifestyle intervention groups.
For mothers, lifestyle interventions did not have a clear effect on pre-
eclampsia, caesarean section, the induction of labour, perineal trauma or
tearing or developing type 2 diabetes in the ten years following birth.
However, lifestyle interventions helped women to meet their weight goals
one year after giving birth, and single studies showed a decrease in the risk of
depression after giving birth (178). In addition, two systematic reviews
published in 2016 and 2017, both including the same 11 RCTs, concluded that
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exercise interventions for pregnant women with GDM reduce fasting and
postprandial blood glucose concentrations (179, 180). However, the data are
currently insufficient to determine any other benefits of exercise
programmes for woman with GDM and for the infant (179).

2.10 EFFECTS OF LIFESTYLE INTERVENTIONS DURING
PREGNANCY ON SUBJECTIVE WELL-BEING

A randomised controlled three-month exercise trial in pregnant women
improved HRQoL, specifically, the physical function, bodily pain and general
health domains of HRQoL (181). By contrast, another RCT reported no effect
from an exercise intervention on HRQoL during pregnancy amongst
overweight and obese women (182). Similarly, two randomised controlled
exercise interventions in pregnant women in the general population showed
conflicting results for self-rated health (183, 184).

A systematic review published in 2015 identified only two trials of the
combined effect of diet and exercise interventions aimed at preventing GDM,
which reported subjective well-being as an outcome (185). The studies found
no effect of the interventions on stress, sleep, depressive symptoms, quality
of life and self-rated health during pregnancy (186, 187).

2.11 SUMMARY

Life events, such as pregnancy, throughout the lifespan may have an
important impact on both PA and mental well-being. PA during pregnancy
and the postpartum period is safe and recommended, and results in several
benefits for most women.

Obesity, GDM and depressive symptoms are common during pregnancy.
Considering the increasing prevalence and negative consequences of GDM,
the subjective well-being of at-risk women should be examined. Identifying
the prevalence of depressive symptoms amongst women at risk for GDM is of
importance because depressive feelings may affect adherence to prevention
strategies such as lifestyle changes and later on the treatment of GDM.
Furthermore, identifying factors associated with subjective well-being
amongst high-risk women would be beneficial when planning effective
programmes to prevent GDM. Moreover, the associations between HRQoL,
PA and cardiorespiratory fitness remain unknown amongst women with or at
risk for GDM.

Women’s HRQoL and perceptions of health prior to, during and after
pregnancy may have an extensive impact on the mother’s own health, the
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maternal—infant interaction, the ability to return to the labour market and on
the use of healthcare services amongst other issues. Methods of improving
self-rated health in pregnant women with or at risk for GDM requires further
research. In particular, most previous lifestyle intervention trials aimed at
preventing GDM have not reported maternal psychological well-being as an
outcome.
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3 AIMS OF THE STUDY

This doctoral dissertation examines the associations between life events —
particularly pregnancy —, physical activity, cardiorespiratory fitness,
depressive symptoms and health-related quality of life, and focuses on
women at risk for gestational diabetes.

The specific aims are:

1.

To systemically review the evidence concerning the effects of major
life events, particularly pregnancy, on changes in leisure-time physical
activity (study I and the update to the literature review).

To compare the prevalence of depressive symptoms in early pregnancy
between women at risk for gestational diabetes and women in the
general pregnant population (study IT).

To examine the associations of cardiorespiratory fitness and leisure-
time physical activity with health-related quality of life amongst
women planning a pregnancy and at risk for gestational diabetes
mellitus (study III).

To examine the effects of lifestyle counselling on self-rated health

from the first trimester of pregnancy to one-year postpartum amongst
women at risk for gestational diabetes (study IV).
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4 MATERIALS AND METHODS

4.1 SYSTEMATIC LITERATURE REVIEW (STUDY I)

411 DATABASE SEARCHES AND ASSESSMENT OF LITERATURE

For the systematic literature review, we searched the PubMed MEDLINE and
the OVID PsycINFO databases for all available literature published in
English through January 2011. In MEDLINE, we used the Medical Subject
Heading (MeSH) search terms ‘life-change events’, ‘motor activity’, ‘exercise’
and ‘health behaviour’ and the keyword ‘physical activity’. In PsycINFO, we
used the subject heading terms °‘physical activity’, ‘exercise’ and ‘life
experiences or life changes’ and the keyword ‘life event’. The author, Elina
Engberg, scanned all titles and abstracts resulting from the searches to
exclude articles beyond the scope of this study, and chose articles that
focused on the effects of life events on changes in PA. The inclusion criteria
were (i) studies assessing at least one major change in life circumstances and
(ii) PA collected at a minimum of two time points (before and after the life
event). In addition, we included studies that assessed PA before the life event
through a retrospective design. Studies were excluded if they (i) did not
include a life event; (ii) did not assess a change in PA by assessing PA at a
minimum of two time points (before and after the life event); (iii) assessed a
disease as a life-change event; (iv) were abstracts or unpublished
dissertations; or (v) were non-English publications. In addition, the author
reviewed the references of selected articles and the related citations in
MEDLINE to find other potentially relevant articles. The authors Elina
Engberg and Heikki Tikkanen reviewed the selected articles, and discussed
and resolved any disagreements regarding their inclusion. The systematic
review was primarily performed and reported according to the Preferred
Reporting Items for Systematic Reviews and Meta-analyses (PRISMA)
guidelines (188).

The systematic review on life events and PA was published in 2012. In
2017, an updated literature search, restricted to pregnancy as a life event and
a change in PA, was prepared for this doctoral thesis. For the updated
literature review, the PubMed MEDLINE database was searched for available
literature from January 2011 to December 2017. Different searches were
performed using the MeSH search terms ‘pregnancy’ and ‘exercise’, and the
keyword ‘physical activity’. In addition, the references from selected articles
were reviewed to find more eligible studies. The inclusion criteria were: (i)
studies that assessed pregnancy and (ii) PA at a minimum of two time points
(before pregnancy and during pregnancy or postpartum). Studies that
assessed PA before pregnancy with a retrospective design were also included.
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The exclusion criteria were: (i) studies which did not include pregnancy or
(ii) did not assess a change in PA by assessing PA at a minimum of two time
points (before pregnancy and during pregnancy or postpartum); (iii)
(randomised) controlled trials (iv); and non-English publications. Figure 1
illustrates the yield of publications in the literature search. Elina Engberg
described and evaluated the included studies based on study components, as
shown in Table 1.
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- event, 2017
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Figure 1.  Flow chart of the systematic literature search in 2012 and publications found in the
updated literature search in 2017. Numbers refer to the number of publications
identified.
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Table 1. Described components of studies included in the systematic literature review in 2012
and in the updated literature review in 2017.

The described study components

e Study design — (randomised) controlled trial, prospective longitudinal,
retrospective cross-sectional

e Study duration
e Study population
e Outcome measures

e Limitations of the studies

aRandomised controlled trials were included only in the systematic literature review in 2012.

4.2 THE FINNISH GESTATIONAL DIABETES
PREVENTION STUDY (RADIEL) (STUDIES Il & IV)

4.21 STUDY DESIGN

The RADIEL study is a multi-centre RCT. It was conducted between 2008
and 2014 in maternity hospitals in the Helsinki metropolitan area
(Department of Obstetrics and Gynaecology, Helsinki University Central
Hospital; Kitiloopisto Maternity Hospital; and Jorvi Hospital) and in the
South Karelia Central Hospital in Lappeenranta in Finland. The main
objective of the RADIEL study was to assess the efficacy of a lifestyle
intervention towards preventing GDM. The detailed study protocol and the
primary results appear elsewhere (189). The Ethics Committees of the
Helsinki University Central Hospital (14 September 2006, Dnro 300/
E9/06) and the South Karelia Central Hospital (11 September 2008, Dnro
Mo6/08) approved the RADIEL study protocol, which was registered at
clinicaltrials.gov (NCT01698385).

4.2.2 RECRUITMENT

The eligible participants for the RADIEL study consisted of women planning
a pregnancy or already pregnant, and at high risk for GDM. This doctoral
dissertation only included women recruited when pregnant. The high risk for
GDM was defined as having a history of GDM or a prepregnancy BMI > 30
kg/m2 or both. Women with a history of GDM were recruited through
personal invitation letters sent based on hospital registries, and women with
a prepregnancy BMI > 30kg/m2 were recruited in maternity hospitals when
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attending the first ultrasound examination. In addition, notices in maternity
hospitals, in newspapers and via social media were distributed during the
recruitment process.

Pregnant women in the general population

Between August 2011 and August 2012, 750 pregnant women in the general
population were invited to participate in a separate study in the same
maternity hospitals where RADIEL participants were recruited. Women were
recruited when they attended the first ultrasound examination, performed
between gestational weeks 10 and 13. The ultrasound examination is part of
the public antenatal care programme in Finland and offered to all pregnant
women. Women were given background information, depression and
HRQoL (not assessed in this dissertation) questionnaires and a stamped
envelope to return completed questionnaires. The inclusion criteria were 1) a
healthy pregnancy at gestational weeks < 14 and 2) the ability to read the
Finnish or Swedish version of the questionnaires. In study II, we included
pregnant women who completed the depression questionnaire at < 20 weeks
gestation to allow better matching with the group of women at risk for GDM.
A more detailed description of the study amongst pregnant women in the
general population was reported elsewhere (190, 191). We did not exclude
women with BMI > 30 km2 or with a history of GDM from the analysis.
Instead, we aimed to compare the RADIEL women at risk for GDM with the
general pregnant population, which naturally includes some women with risk
factors for GDM. The pregnant women in the general population were only
included in study II of this doctoral dissertation.

All participants received information about the studies and completed an
informed consent form. They were informed of their ability to discontinue
the study at any point and for any reason. Table 2 presents the inclusion and
exclusion criteria for those RADIEL participants and pregnant women in the
general population included in this doctoral dissertation.
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Table 2.  Inclusion and exclusion criteria for participants in the RADIEL studies included in
this doctoral dissertation.

Inclusion criteria Exclusion criteria
Cross-sectional study
(study II)
Women at risk for GDM e pregnant at < 20- type 1 diabetes, type 2
weeks gestation and diabetes or GDM diagnosed
before pregnancy,
* =18yearsold and medication influencing
e ahistory of GDM glucose metabolism (e.g.,
and/or a oral cortisone and
prepregnancy BMI > metformin), multiple
30 kg/m> pregnancy, physical
disability, current substance
use, severe psychiatric
disorder, significant co-
operation difficulties (e.g.,
inadequate Finnish language
skills)
Women in the general e pregnant at < 20-
population weeks gestation and
e >18yearsold
Randomised controlled trial
(study IV)
Women at risk for GDM e pregnant at < 20- type 1 diabetes, type 2

weeks gestation and ~ diabetes or GDM diagnosed
before pregnancy or before

* =z18yearsoldand 20-weeks gestation,

e ahistory of GDM medication influencing
and/or a glucose metabolism (e.g.,
prepregnancy BMI > oral cortisone anq
30 kg/m> metformin), multiple

pregnancy, physical
disability, current substance
use, severe psychiatric
disorder, significant co-
operation difficulties (e.g.,
inadequate Finnish language
skills)

BMI = body mass index; GDM = gestational diabetes mellitus.
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4.2.3 PARTICIPANTS

Between 2008 and 2011, 540 pregnant women at high risk for GDM were
assessed for eligibility in the RADIEL study. Of the 492 eligible women
recruited based on a high risk for GDM, 482 (98%) completed the depression
questionnaire before gestational week 20. Of the 750 pregnant women in the
general population who received the depression questionnaire, 395 (53%)
returned the questionnaire, amongst whom 358 completed the questionnaire
before gestational week 20. Consequently, we included 482 pregnant women
at high risk for GDM and 358 pregnant women in the general population in
the cross-sectional analysis (study II).

Amongst the 269 women at high risk for GDM included in the RADIEL
lifestyle intervention trial, 266 completed the question on self-rated health at
baseline, and thus were included in study IV. Figure 2 illustrates the
selection of participants at high risk for GDM in studies II and IV. Figure 3
provides a flow chart of participants who completed the question on self-
rated health from the first trimester of pregnancy to 12-months postpartum

(study IV).

39



Pregnant women at risk for gestational
diabetes assessed for eligibility

(n = 540)

Excluded (n = 48)
—>1* Did not meet the inclusion criteria (n = 21)

* Did not provide a consent form (n = 27)

Eligible for oral glucose Excluded (n =10)
tolerance test (OGTT) [—={ * Did not complete the
_ depression questionnaire
(n=492) at baseline
Excluded (n =199)
* Pathologic OGTT at baseline Included in study Il
(n=155) (n=482)
* OGTT not performed (n = 44)

Randomised (n = 293):
* Intervention group (n = 155)
* Control group (n =138)

* Miscarriage or termination of
pregnancy (n =13)
* Lost to third trimester follow-up
(n=11)

Included (n = 269):
* Intervention group (n = 144)

* Control group (n =125)

* Did not complete the question on
self-rated health at baseline (n =3)

Included in study IV
(n=266)

Figure 2.  Flow chart of participants at high risk for gestational diabetes mellitus in studies II
and IV. In addition, a group of pregnant women in the general population (n = 358)
were included in study II.
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n=266

!—;\
First trimester Intervention Control
144 122
| |
Second 133 115
trimester (92%) (94%)
Third trimester 128 106
(89%) (87%)
Six weeks 117 95
postpartum (81%) (78%)
| |
Six months 109 90
postpartum (76%) (74%)
| |
12 months 96 80
postpartum (67%) (66%)

Figure 3. Flow chart of women who participated in the RADIEL lifestyle intervention and
answered the question on self-rated health, that is, participants included in study
IV.

4.2.4 LIFESTYLE INTERVENTION

We randomised pregnant women at risk for GDM included in the RCT into
two groups: a lifestyle group and a control group. Participants in the lifestyle
group received individualised counselling on diet, PA and weight
management by trained study nurses beginning in early pregnancy to one-
year postpartum at six time points: during the first trimester (median 13-
weeks gestation), the second trimester (median 23-weeks gestation) and the
third trimester of pregnancy (median 35-weeks gestation), and at 6-weeks, 6-
months and 12-months postpartum. In addition, participants in the lifestyle
group attended three group meetings lead by a dietician: at the time of study
enrolment, and at 6- and 12-months postpartum. The study nurses
recommended no weight gain during the first and second trimesters of
pregnancy to those women with a prepregnancy BMI > 30 kg/m?2. Dietary
counselling focused on optimising participants’ consumption of vegetables,
fruits and berries, whole-grain products rich in fibre, low-fat dairy products,
vegetable fats high in unsaturated fatty acids, fish and low-fat meat products
and on lowering the intake of sugar-rich foods. Dietary counselling adhered
to the Nordic Nutrition Recommendations (192).
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PA counselling aimed to result in at least 150 minutes of moderate-
intensity aerobic PA per week (53, 193). In addition, the study nurse
encouraged women to adopt an overall active lifestyle. The study nurse and
each participant planned a PA programme together, and updated the
programme during pregnancy and the postpartum period when needed.
Adherence to the diet and PA advice was supported through various
strategies, including the self-monitoring of behaviour (via food diaries and
PA log books) and by providing of free-of-charge access to swimming pools
and exercise classes in local municipalities once a week.

The control group received standard antenatal care including general
information leaflets on diet and PA. Participants in the control group also
visited the study nurse at six time points from early pregnancy to one-year
postpartum for various measurements, which were conducted for both
groups, and completed several questionnaires. In addition, all participants
visited antenatal clinics according to the standard national practice. Other
studies present more detailed descriptions of the RADIEL intervention and
results concerning the effects of the intervention on PA and diet (189, 194,

195).

4.2.5 MEASUREMENTS

4.2.5.1 Demographics

We collected data on the self-reported prepregnancy weight, the number of
previous deliveries and a history of GDM amongst women at risk for GDM
from antenatal clinic records, and the study nurse measured their baseline
weight and height during the first study visit. Women in the general pregnant
population reported their prepregnancy weight and height through a
questionnaire. In addition, all women provided information on
socioeconomic status, the use of medications, self-reported morbidity and
smoking status by answering a questionnaire, or during an interview with a
study nurse amongst women at risk for GDM. In addition, the questionnaire
included the following question: ‘How many minutes per week do you (on
average) currently engage in PA that leaves you at least slightly out of breath
and sweaty?’

4.2.5.2 Depressive symptoms

We assessed depressive symptoms using EPDS during early pregnancy
(before gestational week 20) amongst pregnant women at risk for GDM and
amongst pregnant women in the general population (196). EPDS was
designed to screen for postpartum depression, but was also validated in
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pregnant women (197-199). Specifically, EPDS consists of 10 items, each
scored from 0 to 3. Thus, the total score ranges from o to 30, whereby a
higher score indicates a higher prevalence of depressive symptoms. A wide
range of cut-off scores has been recommended to indicate the risk for major
depression (196—199). We used a cut-off score of > 10, which has an 87%
sensitivity (correctly identifying true cases) and a 95% specificity (correctly
identifying individuals without the condition) when assessed at 12-weeks
gestation (182). The RADIEL study nurses referred a participant for further
assessment for depression if she reached a total EPDS score of > 10 or
responded positively to the question ‘in the past seven days, the thought of
harming myself has occurred to me’. For women at risk for GDM, an open-
ended response option was added to EPDS items 4 and 5. That is, women
were able to provide the specific reasons for feeling anxious or worried or for
feeling scared or panicky, respectively. Some women completed only the
open-ended responses and not the standard response options for these
items, leading to missing values in the standard EPDS. Therefore, those
responses were considered missing data in the analyses.

4.2.5.3 Self-rated health

We assessed self-rated health using a single question: ‘How well do you rate
your general health at the moment?’ Participants responded using a five-
point scale: good (1), quite good (2), fair (3), quite poor (4) and poor (5). We
assessed self-rated health at six time points between early pregnancy and
one-year postpartum: during the first trimester, the second trimester and the
third trimester of pregnancy, and at 6-weeks, 6-months and 12-months
postpartum. The question was included in a questionnaire, which was sent or
given to the participant, who was asked to complete it before each visit to the
study nurse.

4.3 THE FINNISH GESTATIONAL DIABETES
PREVENTION STUDY PART Il (ANS-EXE) (STUDY Iil)

4.3.1 STUDY DESIGN

The Finnish Gestational Diabetes Prevention Study Part II: Autonomic
Nervous System & Exercise (ANS-EXE) is a RCT conducted between the 2011
and 2016 at maternity hospitals in the Helsinki metropolitan area
(Department of Obstetrics and Gynaecology, Helsinki University Central
Hospital; Kitiloopisto Maternity Hospital; and Jorvi Hospital) and in the
Department of Sports and Exercise Medicine, University of Helsinki in
Finland. The primary objective of the ANS-EXE study was to examine the

43



effects of a lifestyle counselling and exercise training intervention on aerobic
capacity amongst women at high risk for GDM. The University of Helsinki
Ethics Board approved the study protocol (300/E9/06), and the study was
registered at clinicaltrials.gov (NCT01675271).

4.3.2 RECRUITMENT

Women planning a pregnancy and at high risk for GDM, that is, women with
either a history of GDM or BMI > 29 kg/m?2 or both, were recruited between
2011 and 2015. We chose a BMI cut-off of > 29 kg/m? in this study because
women close to the WHO obesity criteria are also at risk for GDM. Women
with a history of GDM were identified through searches of hospital registries,
and received invitation letters to participate in the study. Media notices were
also used in order to recruit women to participate in the study. Table 3 shows
the inclusion and exclusion criteria for participants. We excluded smokers
because the ANS-EXE study includes measurements not addressed in this
doctoral dissertation affected by smoking. All participants received
information about the study and provided an informed consent form. They
understood that they could discontinue participation at any point and for any
reason.

Table 3. Inclusion and exclusion criteria for participants in the ANS-EXE study.

Inclusion criteria Exclusion criteria
Women at risk for GDM e 18 to 45 years old medication influencing glucose
and metabolism, type 2 diabetes,
. physical disability preventing
 planninga exercise training, psychiatric
pregnancy and medication or a severe disorder,
e ahistory of GDM current substance use, co-
and/or BMI > 29 9peration diff_icu}ties (e.g.,
kg/mz inadequate Finnish language

skills), smoking

BMI = body mass index; GDM = gestational diabetes mellitus

4.3.3 PARTICIPANTS

In total, 524 women with a history of GDM received the invitation letter to
participate in the study. Amongst these, 65 women either replied to the
invitation or contacted us because of media notices. Before the exercise test,
14 women discontinued their participation without providing a specific
reason. In addition, one woman moved away, four became pregnant and one
was not able to participate due to personal circumstances. Finally, 45 women
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completed the cycle ergometer test, amongst whom 39 completed the
quality-of-life questionnaire, and were, therefore, included in baseline
analyses.

4.3.4 MEASUREMENTS

4.3.4.1 Demographics

Using a questionnaire, participants reported information on their
socioeconomic status, morbidity and the number of children in the
household . Participants’ weight and height were measured in the laboratory.

4.3.4.2 Cardiorespiratory fitness

Firstly, a physician examined participants to ensure their suitability to
perform the test. Secondly, exercise physiologists assessed their
cardiorespiratory fitness by measuring VO:max during incremental (30W-3
min?) cycle ergometer (Monark Ergomedic 839E, Monark Exercise AB,
Vansbro, Sweden) exercise until voluntary fatigue. Breath-by-breath
ventilation was measured using respiratory mass spectrometry (AMIS 2000,
Innovision A/S, Odense, Denmark) and with a low resistance turbine (Triple
V, Jaeger Mijnhardt, Bunnik, The Netherlands) in the raw data mode.
Alveolar gas exchange was calculated using the AMIS algorithms. VOamax was
determined as the highest one-minute average value, and was normalised for
body mass (mL-kg*-min-?).

We divided participants into cardiovascular fitness categories based on
their VO.max and the fitness level classification from a study by Shvartz et al.
(200). The fitness categories were very poor, poor, fair, average, good, very
good and excellent. This classification provided categories based on VOamax
norms for different age groups, and for men and women separately.
Therefore, we used the norms for each participant individually in her
corresponding age group.

4.3.4.3 Leisure-time physical activity (LTPA)

Before the exercise test, the participants completed a background
information questionnaire including a single question on LTPA: ‘When you
think about the past three months and take into account all LTPA or physical
exertion lasting at least 20 minutes at a time, on average how many times per
week and for how long each time did you engage in PA?’ These answers
provided information on the hours per week of LTPA. In addition, we divided
women into two groups based on their PA levels: those who were physically
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active > 2.5 hours per week and those who were physically active < 2.5 hours
per week. The current guidelines recommend a minimum of 2.5 hours per
week of at least moderate intensity PA (53). Our PA question did not,
however, assess the intensity of PA. Therefore, our categorisation does not
directly refer to meeting the current PA guidelines.

4.3.4.4 Health-related quality of life (HRQoL)

We assessed quality of life using the 36-Item Short-Form Health Survey (SF-
36) version 1, a generic and valid measurement for HRQoL (148, 149). SF-36
contains 36 questions and yields 8 health domain scales, which range from o
to 100, with 0 indicating the worst situation and 100 indicating the best
situation across domains. The physical component summary (including
physical functioning, role — physical, bodily pain and general health) and the
mental component summary (including vitality, social functioning, mental
health and role — emotional) can be calculated from the eight domain scales
(149). Figure 4 shows the health domains and summary components of SF-

36.

PHYSICAL SOCIAL
FUNCTIONING FUNCTIONING

\ /

ROLE - ROLE -
PHYSICAL EMOTIONAL
Y PHYSICAL MENTAL
COMPONENT R COMPONENT
SR  SUMMARY SUMMARY
PAIN / VITALITY

GENERAL MENTAL
HEALTH HEALTH

Figure 4. Health domains and summary components of the SF-36 Health Survey.
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4.4 STATISTICAL ANALYSES

Statistical analyses were performed using the SPSS software program,
version 21.0 (SPSS Inc., Chicago, IL, USA) and the Stata statistical software
program, releases 13.1 and 14.0 (StataCorp, College Station, TX, USA). We
present the descriptive statistics as means with standard deviations (SD), as
medians with the interquartile ranges (IQR) or as counts with percentages
(%). Statistical significance was accepted at P < 0.05.

Study I

We did not conduct a meta-analysis for the systematic review given the
substantial heterogeneity in the outcome measures (PA and life events) and
the data reporting methods across studies. This also stems from the small
number of existing studies examining the effects of certain life events on PA.

Study II

We compared characteristics between women at risk for gestational diabetes
mellitus (GDM) and women in the general pregnant population using the t-
test, the bootstrapped type t-test, the permutation test, the chi-square test or
the Fisher—Freeman—Halton test when appropriate. We also applied a
multiple imputation (multivariate imputation by chained equations) method
to fill in missing values for EPDS (98 in item 4 and 50 in item 5); we
independently analysed five copies of the data, each with missing values
suitably imputed, in the multivariate ordinal logistic regression analyses. We
tested the difference between women at risk for GDM and pregnant women
in the general population as a proportion of women with an EPDS score > 10
and the total EPDS score using the bootstrapped type t-test. We calculated
the effect size (‘d’) using the Hedges' method. We considered an effect size of
0.20 as small, 0.50 as medium and 0.80 as large. We obtained CIs for the
effect size using bias-corrected bootstrapping (5 000 replications). When
adjusting for age, prepregnancy BMI and income, we used logistic regression
analysis and the bootstrapped type analysis of covariance using Hochberg's
approach for multiple comparisons.

Study III

We tested whether variables were normally distributed using the
Kolmogorov—Smirnov test and visually using histograms. We determined
associations between demographic and health characteristics using SF-36
scales and summaries using the Pearson’s correlation coefficients,
Spearman’s rank-order correlation coefficients, two-sample t-tests, the
Mann-Whitney U test and the Kruskal-Wallis test when appropriate. BMI
was associated with some SF-36 scales and summaries at P < 0.05, and was
selected as a confounding variable when examining the associations between
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cardiorespiratory fitness and LTPA using those SF-36 components in further
analyses. BMI is often associated with fitness and PA as well.

We used the Spearman’s correlation coefficients (rs) or Spearman’s partial
correlation coefficients for non-normally distributed variables, and the
Pearson’s correlation coefficients (rp) or Pearson’s partial correlation
coefficients for normally distributed variables to examine the associations of
VOoamax and LTPA with SF-36. In addition, we performed linear regression
analyses when the residuals were normally distributed. We included the SF-
36 scales and summaries as dependent variables, and the LTPA and VOamax
as independent variables in the linear regression models. We combined
fitness categories 3 (fair), 4 (average) and 5 (good), and thus used three final
fitness categories in the analyses: 1) very poor, 2) poor and 3) fair, average or
good. We analysed the differences in the SF-36 scales and summaries
between the fitness categories using a one-way analysis of variance with the
Tukey’s test in pairwise comparisons for normally distributed variables, and
the Kruskal-Wallis test with the Mann-Whitney U test applying Bonferroni
corrections in pairwise comparisons for non-normally distributed variables.
We compared the differences between those who were physically active > 2.5
hours/week to those who were less active using the two-sample t-test for
normally distributed variables, and the Mann-Whitney U test for non-
normally distributed variables.

Study IV

We compared baseline self-rated health between the intervention and the
control groups using the bootstrapped type t-test. We assessed the mean
changes in self-rated health as a continuous variable using a mixed model for
repeated measure methods with an unstructured correlation structure. We
replicated the analysis by treating self-rated health as a dichotomous
variable: good (response options 1 and 2) versus poor (response options 3, 4
and 5), and assessed the changes in the proportion of women with a good
self-rated health using the mixed-effects probit regression model with an
unstructured correlation structure. The fixed effects in the analyses were
group, time and group—time interaction.
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5 RESULTS

5.1 LIFE EVENTS AND CHANGE IN PHYSICAL ACTIVITY
(STUDY I)

5.1.1 CHARACTERISTICS OF THE STUDIES

Based on the inclusion and exclusion criteria, we included 34 articles in our
systematic review (48-81). We categorised the included life events as
follows: transition to university; change in employment status (beginning
work, changing work conditions, changes in income or retirement); marital
transitions and changes in relationships (starting a new close personal
relationship, moving in with someone, marriage, separation, divorce,
widowhood or interpersonal loss); pregnancy or having a child; experiencing
harassment at work, violence (being pushed, grabbed, shoved, kicked or hit)
or a disaster; moving into an institution; and multiple life events. Four of the
included studies examined more than one life event category, and the studies
included were published between 1992 and 2012. The sample size in the
studies varied from 26 to 80 944 participants, and the mean age of the study
populations ranged from 17 to 70 years. The study duration varied between 5
months and 13 years amongst prospective longitudinal studies, and one to
two years in the RCTs included. In total, 17 studies assessed PA using an
unvalidated questionnaire, 8 studies relied on a validated PA questionnaire,
6 studies used an interview, 1 used a questionnaire and group discussion and
1 consisted of participating in exercise sessions and self-reported exercise
logs. Table 4 summarises the characteristics of the included studies.
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Table 4.  Summary of characteristics of studies included in the systematic review in 2012 and
in the updated literature review in 2017.

Study characteristics Number of
studies

Life events examined

Transition to university 6
Change in employment status 1
Marital transitions and changes in relationships 12
Pregnancy or having a child 8 (7)2
Experiencing harassment at work, violence or urban disaster 2
Moving into an institution 1
Multiple life events 3
Study design
Cross-sectional retrospective 7
Prospective longitudinal 25
Randomised controlled trial 2
Participants
Women and men 19
Women only 12
Men only 3

aThe number in brackets refers to studies included in the updated literature review in 2017.

5.1.2 LIFE EVENTS AND CHANGE IN PHYSICAL ACTIVITY

The studies included in the systematic review (study I) showed statistically
significant changes in LTPA from before to after life events. Amongst women
and men, the transition to university (201—204), having a child (205-207),
remarriage (208, 209) and a mass urban disaster (210) decreased PA levels,
while retirement increased PA (207, 211—216). Amongst young women,
beginning work (206), changing work conditions (207), changing from being
single to cohabitating (207, 217), getting married (206, 207, 217), pregnancy
(206, 207, 218—220), a divorce or separation and a reduced income (207)
decreased PA. By contrast, starting a new personal relationship (207),
returning to study (206) and harassment at work (207) increased PA
amongst young women. Amongst middle-aged women, changing work
conditions (207), a reduced income (207), personal achievement (207) and
the death of a spouse or partner (207) increased PA, whilst experiencing
violence and the arrest or incarceration of a family member decreased PA
(207). Amongst older women, moving into an institution (207) and an
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interpersonal loss decreased PA (221), whilst longer-term widowhood
increased PA (209). In addition, experiencing multiple life events
simultaneously decreased PA in both men and women (221, 222).

We found contradictory results regarding the effects of divorce or
separation on PA in young women (206, 207, 223). In addition, one study
found no difference in PA from maternity leave to returning to work (46),
and one study found no association between getting married or cohabitating
and a change in PA amongst young women and men (205). Moreover, three
longitudinal studies found no association between PA and getting married,
divorced or separated or becoming widowed (224—226). Finally, one
longitudinal study found no relationship between changes in the number of
life events and changes in PA (39).

5.2 PREGNANCY AS A LIFE EVENT AND CHANGE IN
PHYSICAL ACTIVITY (STUDY | AND THE UPDATE)

5.2.1 CHARACTERISTICS OF THE STUDIES

In terms of the relationship between life events and PA, this doctoral thesis
focuses on studies examining pregnancy as a life event and a change in PA.
Eight studies in our systematic review in 2012 examined pregnancy as a life
event. In addition, seven were included based on the updated literature
search on pregnancy and a change in PA in 2017. Table 5 summarises the
characteristics of these studies, which examined the effects of pregnancy as a
life event on PA and which we included in the systematic review published in
2012 (study I) as well as the results from the updated literature search.
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Table 5. Summary of characteristics of studies examining pregnancy and a change in

physical activity.
Study characteristics Number of studies
Systematic Updated literature
literature review review
2012 2017

Studies included 8 7
Study design

Cross-sectional retrospective 4 7

Prospective longitudinal 4 0
Assessment method of physical activity

Self-reported

Objective o] 0

5.2.2 PREGNANCY AND CHANGE IN PHYSICAL ACTIVITY

Table 6 summarises the characteristics and results of studies on pregnancy
and a change in PA included in the systematic review published in 2012
(study I), as well as the studies from the updated literature review performed
in 2017. The eight studies included in the systematic review in 2012 showed
that pregnancy decreases LTPA. These studies found a significant decrease in
PA from prepregnancy to pregnancy (219, 220) and from prepregnancy to
postpartum (206, 207, 218—220). One study reported a decrease in PA from
prepregnancy to pregnancy, with a partial rebound at postpartum (220). Two
studies reported no significant differences in total PA (227), or sports and
exercise and active-living habits (228) from prepregnancy to postpartum.
However, walking, conditioning exercises, water activities, sports,
occupational activities, home activities and time engaged in dancing and
bicycling decreased at postpartum (227). Three longitudinal studies
illustrated that having a child decreased PA in women (206, 207) and in
women and men (205). One longitudinal study showed that having a first or
a second child decreased PA in women (207). However, another longitudinal
study found that, amongst women, having a first child did not affect PA,
whilst having a subsequent child decreased PA. By contrast, amongst men,
having a first child decreased PA, whilst having a subsequent child did not
affect PA (205).

The updated literature review performed in 2017 includes seven
additional studies on the effects of pregnancy on PA. All seven studies
reported decreases in PA after pregnancy (229—235), whilst three studies
showed statistically significant decreases in PA from prepregnancy to
pregnancy (233, 235) and from pregnancy to postpartum (230).
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5.3 DEPRESSIVE SYMPTOMS IN PREGNANT WOMEN
AT RISK FOR GESTATIONAL DIABETES (STUDY II)

5.3.1 PARTICIPANT CHARACTERISTICS

Of the 482 included women at high risk for gestational diabetes mellitus
(GDM), 195 (40%) were recruited based on a history of GDM and 287 (60%)
based on prepregnancy obesity (BMI = 30 kg/m2). Of the 195 women with a
history of GDM, 69 had prepregnancy obesity; thus, 14% of the women met
both inclusion criteria for being at high risk for GDM. Altogether, 356 (74%)
of women at high risk for GDM and 36 (10%) of pregnant women in the
general population were obese before pregnancy. Women at high risk for
GDM completed the depression questionnaire between gestational weeks 5
and 18 (mean 12.3), and pregnant women in the general population between
gestational weeks 8 and 19 (mean 12.0). One woman at high risk for GDM
had too many missing responses in the depression questionnaire, and was
thus excluded from further analysis.

Table 77 provides the characteristics of pregnant women at high risk for
GDM and pregnant women in the general population in study II. Women at
high risk for GDM were significantly older, less educated, had a lower annual
household income, a higher prepregnancy BMI and more chronic diseases
compared to women in the general pregnant population. In addition, the two
groups of women differed in terms of gestational weeks, but the difference
was not clinically significant.
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Table 7. Characteristics of women at high risk for gestational diabetes and pregnant women

in the general population in early pregnancy (study II).

Characteristics Pregnant Pregnat_lt Pa
women at women in
risk for the general
GDM population
(n = 482) (n = 358)

Age (years), mean (SD) 32 (5) 31(5) <0.001

Marital status, n (%) 0.46
Married/co-habitating 461 (96) 340 (95)

Other 19 (4) 18 (5)

Education, n (%) 0.001
No professional education or a vocational 214 (45) 113 (32)
course/school/apprenticeship
Vocational diploma/degree 118 (25) 105 (30)

Lower or higher academic degree 142 (30) 136 (38)

Annual household income (EUR), n (%) 0.046

<20 000 24 (5) 13 (4)
20 001-50 000 165 (36) 104 (30)
50 001—100 000 245 (54) 204 (59)
>100 000 21(5) 28 (8)

Prepregnancy BMI (kg/m2), mean (SD) 32 (6) 24 (5) <0.001

Prepregnancy BMI (kg/m2), n (%)

Normal or underweight (<24.9) 68 (14) 258 (72)
Overweight (25.0—29.9) 56 (12) 62 (17)
Moderately obese (30.0—34.9) 219 (45) 23(6)
Severely obese (35.0-39.9) 101 (21) 10 (3)
Very severely obese (240.0) 36 (8) 30

Chronic disease (allergies and atopia <0.001

not included), n (%)

No 340 (71) 300 (84)
Yes 142 (30) 56 (16)

Psychotropic medication, n (%) 0.104

No 465 (97) 352 (98)
Yes 17 (4) 6(2)
Current smoking, n (%) 0.093
No 452 (94) 344 (96)
Yes (regularly or occasionally) 30 (6) 13 (4)
Gestational weeks, mean (SD) 12.3 (2.0) 12.0 (1.4) 0.025
Continues.
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Table 7. continued.
Information is self-reported, except for age and gestational weeks.

aResults from t-test, bootstrapped type t-test, permutation test, chi-square test or Fisher—Freeman—
Halton test.

BMI = body mass index; EPDS = Edinburgh Postnatal Depression Scale; SD = standard deviation.

5.3.2 DEPRESSIVE SYMPTOMS

Table 8 shows the primary results regarding depressive symptoms in early
pregnancy amongst women at risk for GDM. In total, 17% of pregnant women
at risk for GDM compared to 11% of pregnant women in the general
population had an EPDS score > 10, indicative of a risk for depression.
Moreover, the mean EPDS score was higher amongst women at risk for GDM
compared to pregnant women in the general population. When adjusted for
age, prepregnancy BMI and income, the statistically significant difference
between the groups in the proportion of women having an EPDS score > 10
and in the mean EPDS score disappeared.

Table 8.  Depressive symptoms in early pregnancy amongst women at risk for gestational
diabetes and women in the general pregnant population.

Pregnant women Pregnant women Pa pb
at risk for in the general adiusted for
gestational population J age.
diabetes (n = 358) pr%pl\l;lelgnaélcy
- an
(n = 481) income
EPDS score, 5.5(4.5) 4.6 (3.9) 0.004¢ 0.39
mean (SD)
EPDS score = 10, 80 (16.6) 40 (11.2) 0.025 0.59
n (%)

a Results from the bootstrapped type t-test or chi-square test.

bResults from logistic regression analysis and bootstrapped-type analysis of covariance using the
Hochberg approach for multiple comparisons.

cEffect size 0.21 (95% CI 0.07—0.34).
BMI = body mass index; EPDS = Edinburgh Postnatal Depression Scale; SD = standard deviation.

62



5.4 CARDIORESPIRATORY FITNESS AND HEALTH-
RELATED QUALITY OF LIFE AMONGST WOMEN
PLANNING A PREGNANCY AND AT RISK FOR
GESTATIONAL DIABETES (STUDY liI)

5.4.1 PARTICIPANT CHARACTERISTICS

Amongst the women included (n = 39), 33 (85%) were recruited based on a
history of GDM and six (15%) based on a BMI > 29 kg/m2. Of the 33 women
with a history of GDM, 10 (26% of all participants) had a BMI > 29 kg/m?,
thus meeting both inclusion criteria. The women ranged in age from 24 to 43
years old, whilst BMI ranged from 21 to 42 kg/mz2. Table 9 shows the
characteristics of participants.

Table 9. Baseline characteristics of the women planning a pregnancy and at high risk for
gestational diabetes (n = 39; study III).

Characteristics
Age (years), mean (SD) 32(4)
Education, n (%)
No professional education or a vocational course or 10 (26)
apprenticeship
Vocational diploma or degree 19 (49)
Lower or higher academic degree 10 (26)
Married or cohabiting, n (%) 35 (95)
Annual family income (Euros), n (%)
<50 000 20 (51)
50 001—100 000 12 (31)
> 100 000 7 (18)

Number of children in the household, n (%)

o 5(13)

1 28 (72)

2 6 (15)
BMI (kg/m2), mean (SD) 28.0 (5.6)
Obese (BMI > 29 kg/m2), n (%) 16 (41)
Chronic disease (mostly atopy and allergies), n (%) 9(23)

BMI = body mass index; SD = standard deviation
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5.4.2 CARDIOVASCULAR FITNESS, PHYSICAL ACTIVITY AND
HEALTH-RELATED QUALITY OF LIFE

Table 10 shows the cardiovascular fitness (i.e., VO2max), LTPA and HRQoL of

women planning a pregnancy and at high risk for gestational diabetes

mellitus (GDM).

Table 10. Cardiovascular fitness (VO2max), leisure-time physical activity and health-related
quality of life (SF-36) amongst women planning a pregnancy and at risk for
gestational diabetes (n = 39).

Characteristic
VO:max (mL-kg-min-), mean (SD) 27.1(5.8)
Cardiovascular fitness category<, n (%)

1 Very poor 12 (31)

2 Poor 14 (36)

3 Fair 8 (21)

4 Average 4 (10)

5 Good 1(3)

6 Very good o (o)

7 Excellent o (o)
Leisure-time physical activity (h/wk), mean (SD) 2.6 (1.7)
Leisure-time physical activity > 2.5 h/wk?, n (%) 16 (41)
SF-36 scalesc and summaries, mean (SD)

Physical functioning 96.4 (6.9)

General health 73.3 (18.3)

Vitality 64.7 (14.8)

Mental health 78.6 (10.6)

Role — physical 82.1(29.8)

Role — emotional 91.5 (19.8)

Social functioning 90.1 (16.8)

Bodily pain 78.6 (19.4)

Physical component summary 51.8 (5.8)

Mental component summary 52.2(6.8)

aThe classification is based on VOamax (mL-kg*min?) norms for women in the age group of each
participant (200).

bAll leisure-time physical activity lasting for at least 20 minutes at a time.

The scales range from o to 100, with o indicating the worst situation and 100 indicating the best
situation in the domains.

h = hour; SD = standard deviation; SF-36 = 36-Item Short-Form Health Survey; wk = week
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BMI was the only demographic or health characteristic associated with SF-
36; a higher BMI was associated with poorer physical functioning (rs = —0.34,
P = 0.032) and general health (rs = —0.41, P = 0.009) from SF-36, and with
more bodily pain from SF-36 (rs = —0.45, P = 0.004). We controlled for BMI
when examining the associations of cardiorespiratory fitness (i.e., VOamax)
and LTPA with those SF-36 scales.

Table 11 shows the correlation and linear regression coefficients between
VO2max or LTPA and SF-36, controlling for BMI when appropriate. VOzmax
was positively associated with the general health scale and the physical
component summary from SF-36, whereas LTPA was positively associated
with the physical functioning and general health scales, and with the physical
component summary from SF-36. Each one-unit increment in VOamax
increased the general health domain score by an average of 1.27 points and
the physical component summary by an average of 0.48 points. Each 1
hour/week increment in LTPA increased the general health domain score by
an average of 3.7 points and the physical component summary by an average
of 1.1 points. The crude correlations of VOomax and LTPA with the general
health scale and the physical and mental component summaries of SF-36 are
illustrated in Figures 5 and 6.
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Table 11.  Correlation and regression coefficients of cardiorespiratory fitness (VOamax) and
leisure-time physical activity (LTPA) with health-related quality of life (SF-36)
amongst women planning a pregnancy and at risk for gestational diabetes (n = 39).

SF-36t VO:2max (mL-kg1-min-1) LTPA (h/wk)
Physical functioning I's= 0.11¢ I's = 0.34¢
P=0.518 P =0.039*
General health I'p = 0.344 Is= 0.38¢
P =0.035" P =0.018*%
B 1.27 (0.09, 2.44)2 B 3.74 (0.64, 6.84)c
P =0.035*% P =0.020*%
Vitality Ip= 0.05 I's= 0.21
P=0.757 P =0.196
 0.13 (-0.72, 0.98) B 1.14 (-1.68, 3.96)
P=0.757 P=0.418
Mental Health I'p= 0.07 I's= 0.07
P=0.654 P =0.662
 0.14 (-0.47, 0.75) 0.21(-1.83,2.25)
P=0.654 P=0.836
Role — physical I's=0.23 Is=0.31
P=0.158 P =0.056
Role — emotional I's=—0.13 Is= 0.17
P=0.431 P=0.202
Social functioning Is=—0.06 s = 0.14
P=o0.720 P=0.387
Bodily pain I's= 0.082 I's = 0.094
P =0.617 P=0.587
B 1.11 (-0.13, 2.35)a B 1.90 (-1.50, 5.31)4
P =o0.077 P=0.264
Physical component I's= 0.33¢ I's= 0.30¢
summary P = 0.042* P =0.064

B 0.48 (0.14, 0.82)a

f 1.13 (0.19, 2.06)

P =0.007* P =0.020*
Mental component I's= —0.17 I's= 0.09
summary P=0.295 P =0.579
Continues.
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Table 11. continued.

rs = Spearman’s correlation or partial correlation.

rp = Pearson’s correlation or partial correlation.

Otherwise data are [ coefficients (95% CI).

aControlled for body mass index.

*P < 0.05 (two-tailed).

tRegression performed only for variables for which the residuals were normally distributed.

h = hour; LTPA = leisure-time physical activity; SF-36 = 36-Item Short-Form Health Survey; wk =
week
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VO,,..x (ML-kg™'-min-) Leisure-time physical activity (h/wk)

r=41, P=.009

S IR

Figure 5. Spearman’s (1s) and Pearson’s (1p) crude correlations of measured cardiorespiratory
fitness (VO2max) and self-reported leisure-time physical activity using the SF-36
general health domain score. Reproduced with permission from the Scandinavian
Journal of Medicine & Science in Sports. Engberg E. et al., 2018.
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Figure 6. Spearman’s crude correlations (rs) of measured cardiorespiratory fitness (VOamax)
and self-reported leisure-time physical activity using the SF-36 physical and mental
component summary score. Reproduced with permission from the Scandinavian
Journal of Medicine & Science in Sports. Engberg E. et al., 2018.

Furthermore, Table 12 shows that the SF-36 general health domain and
the SF-36 physical component summary differed between fitness categories 1
(very poor), 2 (poor) and 3 (fair, average or good). The pairwise comparisons
showed that the differences in the SF-36 general health scale and the
physical component summary were significant between fitness categories 1
(very poor) and 2 (poor) (P = 0.033 and P = 0.035, respectively), and
between fitness categories 1 (very poor) and 3 (fair, average or good) (P =
0.005 and P = 0.014, respectively), but not between fitness categories 2
(poor) and 3 (fair, average or good). The SF-36 general health scale score also
differed between women who were physically active > 2.5 hours/week (mean
82.2, SD 12.9) and women who were physically active < 2.5 hours/week
(mean 67.2, SD 19.1) (P = 0.010).
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Table 12. Health-related quality of life (SF-36) by cardiorespiratory fitness categories of
women planning a pregnancy and at risk for gestational diabetes.

Cardiorespiratory fitness category?

Very poor Poor Fair, Pe
_ _ average or
(n=12) (n=14) good
(n=13)

SF-36 general health?, 60.1 (18.9) 76.8 (17.2) 81.8 (11.8) 0.005
mean (SD)

SF-36 physical 47.2(6.8) 53.1(4.0) 54.7 (4.0) 0.007
component summary,

mean (SD)

aThe classification is based on VOamax (mL-kg*-min) norms for women in the age group of each
participant (200).

bThe scale ranges from 0 to 100, with o indicating the worst situation and 100 indicating the best
situation in the domains.

Results from one-way analysis of variance or the Kruskal-Wallis test.

SD = standard deviation; SF-36 = 36-Item Short-Form Health Survey

5.5 EFFECTS OF LIFESTYLE COUNSELLING ON SELF-
RATED HEALTH AMONGST WOMEN AT RISK FOR
GESTATIONAL DIABETES (STUDY IV)

5.5.1 PARTICIPANT CHARACTERISTICS

Table 13 summarises the baseline characteristics (before gestational week
20) of women at high risk for GDM included in the randomised lifestyle
intervention trial.
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Table 13. Baseline characteristics of women at high risk for gestational diabetes in the
intervention and control groups (study IV).
Characteristics Intervention Control
(n=144) (n =122)
Age (years), mean (SD) 32.3(4.9) 32.6 (4.4)
Body mass index (kg/m2), mean (SD)
Prepregnancy 31.5 (6.0) 31.9 (5.5)
At baseline 32.1(5.9) 32.3(5.4)
Education (years), mean (SD) 14.0 (2.6) 14.1(2.5)
Annual household income (EUR), n (%)
<20 000 9(7) 6 (5)
21 001-50 000 51(37) 39 (34)
51 001-100 000 75 (54) 61 (54)
>100 000 4(3) 8(7)
Married/cohabitating, n (%) 139 (97) 116 (91)
Gestational weeks, median (IQR) 13.2 (12.3,14.7) 13.1(11.9, 14.4)
At least one previous delivery, n (%) 83 (58) 70 (57)
A history of gestational diabetes, n (%) 50 (35) 36 (30)
Current smoking (regularly or 6(4) 4(3)
occasionally), n (%)
Dietary index, mean (SD)2 10.1(2.8) 9.7 (2.6)
Leisure-time physical activity 60 (30, 140) 60 (30, 150)
min/week, median (IQR)
Leisure-time physical activity, n (%)
> 4 times/week 13 (10) 15 (13)
2-3 times/week 43 (34) 35(30)
Once/week 36 (28) 27 (23)
A few times/month 16 (13) 15 (13)
About once/month 5(4) 6(5)
Less than once/month 14 (11) 18 (16)

Information is self-reported, except for age, baseline BMI, gestational weeks, previous deliveries and a

history of GDM.

aDietary index was developed based on a food frequency questionnaire. Higher scores indicate better

diet quality (237).

IQR = interquartile range; SD = standard deviation
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5.5.2 SELF-RATED HEALTH

Table 14 presents the baseline self-rated health (assessed before 20-weeks
gestation) amongst women at high risk for gestational diabetes mellitus
(GDM) in the lifestyle counselling group and in the control group. Women in
the lifestyle group rated their health significantly better, that is, they had a
lower mean score, compared with women in the control group. We found
that 86% of the women in the lifestyle group and 68% of the women in the
control group rated their health as either good or quite good, whereas 6% and
8%, respectively, rated their health as quite poor or poor.

Table 14. Baseline self-rated health (assessed before 20-weeks gestation) amongst pregnant
women at high risk for gestational diabetes in the intervention and control groups.

Self-rated health» Lifestyle Control group Py
counselling group (n = 122)
(n =144)
Mean (SD)c 1.8 (0.8) 2.1(09) 0.006

1 Good, n (%) 53 (37) 33(27)
2 Quite good, n (%) 71 (49) 50 (41)
3 Fair, n (%) 12 (8) 29 (24)
4 Quite poor, n (%) 7 (5) 10 (8)
5 Poor, n (%) 1(1) o (0)

aAssessed by a single question: ‘How good do you regard your general health at the moment?’
Participants responded using a five-point scale: good (1), quite good (2), fair (3), quite poor (4) and
poor (5).

bResults from the bootstrapped type t-test.
A lower score indicates a better self-rated health.

SD = standard deviation

Figure 7 illustrates that self-rated health as a continuous variable changed
over time from the first trimester of pregnancy to 12-months postpartum
across the entire sample (time effect, P < 0.001), but the difference between
groups was not statistically significant (group effect, P = 0.064). Moreover,
changes in the proportion of women with a good self-rated health status were
similar (group effect, P = 0.056; time effect, P < 0.001; group—time
interaction, P = 0.94).
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Change in self-rated health (mean and standard deviation) in the intervention group
and control group from the first trimester of pregnancy to 12-months postpartum.
Adjusted for baseline values. A lower score indicates a better self-rated health
status. Reproduced with permission from the Journal of Psychosomatic Obstetrics
& Gynecology. Engberg E. et al., 2018.
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6 DISCUSSION

Gestational diabetes mellitus (GDM) is emerging as a worldwide epidemic
amongst pregnant women. This doctoral thesis examined the effects of life
events, particularly pregnancy, on PA. Thus, it also examined depressive
symptoms amongst women at high risk for GDM during early pregnancy, as
well as the associations of cardiorespiratory fitness and PA using HRQoL
amongst women at high risk for GDM planning a pregnancy. Finally, this
thesis also evaluated the effects of a randomised lifestyle intervention aimed
at preventing GDM in high-risk women on self-rated health from pregnancy
to one year after giving birth.

This doctoral thesis consists of one systematic literature review article and
three research articles. The studies included in the systematic review (study
I) showed changes in LTPA from before to after life events. Moreover, studies
on the effects of pregnancy on PA (study I and the updated literature review)
showed that LTPA decreases both from prepregnancy to pregnancy, and from
prepregnancy to postpartum. Study II showed that pregnant women at risk
for GDM had higher depression scale scores when compared with pregnant
women in the general population during early pregnancy, but the difference
between groups disappeared after adjusting for age, BMI and income. Study
III showed that cardiorespiratory fitness and LTPA were positively associated
with the self-rated general health and physical well-being domains of HRQoL
amongst women planning a pregnancy and at risk for GDM, even after
controlling for BMI. Self-rated general health and physical well-being
differed between those with very poor and poor cardiorespiratory fitness,
suggesting that even a small improvement in cardiorespiratory fitness could
be beneficial for perceived well-being. Study IV showed that the self-rated
health of women at risk for GDM seemed to improve in the lifestyle
counselling group and deteriorated in the control group from pregnancy to
one-year postpartum, although that difference between groups did not reach
statistical significance.

6.1 LIFE EVENTS AND CHANGES IN PHYSICAL
ACTIVITY (STUDY 1)

The systematic review (study I) showed that major life events affect PA.
Emerging adulthood seems to be a critical phase for a PA change, particularly
amongst women, due to the many events typically occurring during this time
(transition to university, start of one’s working life, starting to live with
someone, marriage and having children).
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A possible reason for the relationship between life events and PA
behaviour may be that stress related to life events impairs efforts to be
physically active (37). Major life events often create emotional distress and
disrupt a person’s daily routine, thus affecting PA behaviour. An earlier
systematic review on life events and PA by Allender et al. published in 2008
reviewed 19 articles and similarly concluded that life events do affect PA (45).
In accordance with our more recent systematic review, cross-sectional and
longitudinal studies included in the previous review indicated that initiating
paid work, marriage and a change in residential status all associated with a
decrease in PA amongst young women (45). In contrast to our results,
however, Allender et al. concluded that pregnancy had no major effect on PA.
Parenthood was associated with lower levels of PA, particularly amongst
women, also according to Allender et al. (45). The review by Allender et al.
showed, based on cross-sectional studies, that widowhood and divorce
associated with lower levels of PA amongst men, whilst one prospective study
included in our review showed that divorce improved fitness in men (238).
Likewise, another longitudinal study included in our review showed that
widowhood increased PA in women (209). The review by Allender et al.
included studies that reported associations between serious illness during
childhood and decreasing PA in adulthood, whilst a cancer diagnosis resulted
in lower levels of PA (45). We excluded illnesses and injuries as life events in
our systematic review. Yet, our systematic review includes 27 articles that
were not included in the previous systematic review about the topic; 13 of the
27 additional articles were published after the previous systematic review,
and 14 were not identified in the previous review. Another difference
between the two reviews is that all of the articles we included assessed PA
both before and after a life event.

Similar to our findings, one systematic review including both cross-
sectional and longitudinal studies on retirement and PA concluded that
exercise and LTPA increase after retirement (239). In addition, the review
concluded that findings regarding the association between retirement and
total PA remain inconsistent (239). However, a more recent longitudinal
study also found a decrease in total PA after retirement (240). An association
between retirement and increased PA, as assessed with an accelerometer, has
also been reported following the publication of our systematic review (241).

An umbrella systematic review by Condello et al. published in 2017
examined behavioural determinants of PA across the life course, and
included 17 systematic reviews or meta-analyses. In accordance with our
results, they concluded that the transition to university and pregnancy or
having a child showed probable negative associations with PA (242).
Moreover, a systematic review published in 2016 examined correlates of
sedentary behaviour in adults, and found studies with conflicting results
regarding the association between sedentary time and being married or
cohabitating, whilst having children resulted in less total sitting time in
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several studies (243). In conclusion, the results of study I as well as other
evidence show that major life events affect PA, and that the impact differs
according to different life events and the age and sex of the study
participants.

6.2 PREGNANCY AS A LIFE EVENT AND CHANGES IN
PHYSICAL ACTIVITY (STUDY | AND THE UPDATE)

The systematic literature review in 2012 (study I) and the updated literature
review in 2017 together included 15 studies which examined pregnancy and a
change in PA. Six of the eight studies included in the systematic literature
review in 2012 were conducted in the USA and two in Australia. However,
the participants in the seven studies included in the updated literature review
in 2017 consisted of various nationalities — that is, Brazil, Denmark,
England, the Netherlands, Spain and the USA. These 15 studies showed that
PA decreases from prepregnancy to pregnancy, and from prepregnancy to
postpartum. Our findings are consistent with two previous literature reviews
indicating that pregnancy decreases PA (244, 245). A review published in
2006 included both cross-sectional and longitudinal studies, and found that
both leisure and work-related PA decreases throughout pregnancy. LTPA
decreased both during pregnancy compared to prepregnancy, and at the end
of a pregnancy compared to the beginning of a pregnancy (244). Another
literature review from 2011 included 25 studies published between 1986 to
2009, indicating that pregnant women are less active than non-pregnant
women and that pregnancy leads to a decrease in PA (245). In addition, the
included studies showed that higher exercise participation during pregnancy
associated with a higher level of education and income, not having other
children at home, being Caucasian and being more active prior to pregnancy
(245). Yet, one other review on PA amongst pregnant women before, during
and after pregnancy was published in 2015. That review included 24 cohort,
descriptive and cross-sectional studies, and concluded that pregnancy
decreases the amount and type of moderate to strenuous PA, which does not
always increase again postpartum (246). The difference between the three
other reviews (244—246) on pregnancy and PA compared to study I and the
updated literature review of this doctoral dissertation is that none of the
previous literature reviews included studies merely assessing a change in PA
from before pregnancy to pregnancy or postpartum. Rather, most involved
comparative cross-sectional studies. Thus, study I and the updated literature
review of this doctoral dissertation include a fewer number of studies than
the other reviews, since all of the studies included in study I and in the
update assessed PA both before and during pregnancy or postpartum, either
longitudinally or with a cross-sectional retrospective design. Furthermore,
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this dissertation includes more recent studies than those included in previous
reviews.

One study included in our systematic review suggests that PA decreases
from prepregnancy to pregnancy, but partially rebounds postpartum (220).
Similarly, a longitudinal study followed 471 US women from pregnancy to
postpartum, and reported that overall PA decreased from 17- to 22-weeks
gestation to 27- to 30-weeks gestation, but rebounded at 3-months
postpartum remaining stable at 12-months postpartum (247). The study did
not, however, assess prepregnancy PA.

No study included in the systematic literature review or in the updated
review of this doctoral thesis on pregnancy and a change in PA assessed PA
using an objective measurement. A pedometer and accelerometer had
moderate to strong reliability and a moderate validity for measuring PA
during pregnancy and at 12-weeks postpartum in a recent study comparing
PA devices, placed at the right hip and ankle and left triceps, with energy
expenditure (VO2) estimated using indirect calorimetry (Oxycon Mobile
portable metabolic analyser) amongst 33 women (248). By contrast, another
prospective study of 57 women reported that PA decreased similarly from the
second to third trimester of pregnancy, assessed using both a self-report
interview and an accelerometry placed on the non-dominant ankle. The
correlation between the two measures declined as pregnancy progressed, and
compliance with the accelerometers declined significantly from 90% at 12-
weeks to 47% at 34-weeks gestation, whilst compliance with the self-report
interviews was 100% (249).

A systematic review published in 2017 included 26 studies on sedentary
behaviour during pregnancy, concluding that pregnant women spend more
than 50% of their waking time in sedentary behaviours, similar to reports
amongst the general population (250). Thus, decreases in LTPA due to
pregnancy do not appear to be compensated by decreases in sedentary
behaviour, potentially leading to increases in light-intensity, everyday
activities. The results from study I and the update show, in accordance with
previous literature reviews on the topic, that PA decreases from
prepregnancy to pregnancy and from prepregnancy to postpartum. Our
review strengthens this evidence by including only studies that assess the
change in PA by measuring PA both before pregnancy and during pregnancy
or the postpartum period or during both periods.

6.3 DEPRESSIVE SYMPTOMS IN PREGNANT WOMEN
AT RISK FOR GESTATIONAL DIABETES (STUDY II)

Study II showed that a greater proportion (17%) of pregnant women at high
risk for GDM compared to pregnant women in the general population (11%)
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were at risk for depression during early pregnancy. In addition, the mean
depression score was higher amongst women at high risk for GDM, although
the difference was small based on the effect size.

After we adjusted for age, prepregnancy BMI and income, the differences
in the proportion of women at risk for depression and in the mean
depression score were no longer statistically significant between the two
groups of women. Previous studies found that an older age, obesity and lower
socioeconomic status are associated with GDM (251), and, thus, these can be
viewed as the characteristics of women with or at risk for GDM.

Furthermore, previous studies showed that individuals with type 1 or type
2 diabetes experience more depression compared with those without, which
may be related to poorer glycaemic control and insulin resistance (31). A
smaller number of previous studies, however, examined the association
between GDM and depressive symptoms (135—145). Most studies found no
difference between pregnant women diagnosed with GDM and pregnant
control women without GDM when assessing depression or depressive
symptoms (135—142).

Similar to our study amongst women at risk for GDM, another cross-
sectional study examined depressive symptoms using EPDS, but reported no
difference in the mean depression score between 65 women with GDM and
70 pregnant controls in an unadjusted analysis assessed between 24- and 40-
weeks gestation (140). Another cross-sectional study found no difference
between 425 women with GDM, 226 women with prepregnancy diabetes and
1 747 controls in terms of depressive symptoms assessed using the Patient
Health Questionnaire-9 or current use of antidepressants during a mean
gestational week of 23. GDM was not associated with an increased risk for
any depression or major depression in either unadjusted or adjusted analyses
(using demographic characteristics) (135). Furthermore, a prospective study
assessed depressive symptoms using CESD, and found no differences
between 64 women with GDM and 1 233 control women in the increase of
depressive symptoms from prepregnancy to postpartum in an unadjusted
analysis or in analyses adjusted using multiple confounders (137).
Furthermore, two cross-sectional studies examining 68 and 206 women with
GDM reported no difference between women with GDM and non-diabetic
controls in mood states assessed using the profile of Mood States—Bipolar
Form in an unadjusted analysis (141) or in either unadjusted analysis or after
adjusting for maternal age, weight and marital status (136). In addition, a
prospective study reported no difference in unadjusted or adjusted analyses
(using multiple sociodemographic and health characteristics) on abnormal
GDM screens between 41 women with a past major depressive disorder, 39
women with a current major depressive disorder, 50 women with bipolar
disorder and 62 healthy controls (142). Previous studies showing no
difference in depressive symptoms between women with GDM and pregnant
control women had several limitations, such as using an unvalidated method
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to assess depressive symptoms amongst pregnant women (135, 136, 141), not
assessing depressive symptoms at the same time point during pregnancy for
the entire sample (135), a retrospective recall of depressive symptoms (137)
and a rather small sample size of only 11 (138) and 30 (139) women with
GDM.

Conversely, three previous studies found a higher prevalence of
depressive symptoms amongst women with GDM compared to pregnant
control women (143-145). A case—control study reported a higher mean
EPDS score in 26 women with GDM (6.8, SD 4.0) compared to 26 pregnant
control women matched for gestational age, age and BMI (4.2, SD 2.6) (143).
A retrospective cohort study with a large sample size found that 657 women
with type 1, type 2 or gestational diabetes were significantly more likely to
have a depression diagnosis or take an antidepressant compared to 10 367
women without diabetes during pregnancy (5.8% [CI 4.0—7.6] vs. 2.7% [2.4—
3.0]) and postpartum (13.1% [10.5—15.7] vs. 7.3% [6.8—7.8]) (144). Finally, a
cross-sectional pilot study found that 25 women with GDM had a higher
depression score compared to 25 non-diabetic pregnant women (median 6
[0—28] vs. median 2 [0—38], effect size r = 0.31) assessed using DASS (145).
Two of the three previous studies reporting a higher prevalence of depressive
symptoms amongst women with GDM had a small sample size (143, 145).
Moreover, one of the studies did not control for any other variables (145) and
two did not control for BMI (144, 145).

Consistent with our results, another Finnish study reported that 16% of
women at risk for GDM experienced depressive symptoms in early pregnancy
(146). Compared to our study, they assessed depressive symptoms using the
15D scale, a generic HRQoL instrument and not a validated depression scale.
Furthermore, that study included no comparative group of pregnant women
in the general population, and used slightly different inclusion criteria for
women at risk for GDM.

A recent longitudinal study conducted in 12 US clinical centres followed
women (without psychiatric disorders, diabetes or other chronic conditions
before pregnancy) throughout pregnancy (n = 2 477) and up to six months
postpartum (n = 162) (252). They found a modest association between
depressive symptoms during early pregnancy and an increased risk of GDM,
and between GDM and subsequent postpartum depression assessed by an
EPDS score of > 10 (252). A systematic review on depression and diabetes in
pregnancy (type 1, type 2 or gestational) was published in 2016 (253). That
review included 48 studies, most of which were observational and 12 studies
required a clinical depression diagnosis. The authors concluded that the
overall quality of the studies was poor, no clear consensus exists on whether
women with diabetes in pregnancy are more likely to develop depression
than pregnant women without diabetes or whether women with depression
are more likely to develop GDM (253). More high-quality research is needed
to examine the relationship between depression and diabetes in pregnancy.
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6.4 CARDIORESPIRATORY FITNESS AND HEALTH-
RELATED QUALITY OF LIFE AMONGST WOMEN
PLANNING A PREGNANCY AND AT RISK FOR
GESTATIONAL DIABETES (STUDY liI)

Study III showed that both cardiorespiratory fitness and LTPA positively
associated with the self-rated general health and physical well-being
dimensions of HRQoL independent of BMI. The levels of cardiorespiratory
fitness and LTPA were generally low amongst participants. Women with very
poor cardiorespiratory fitness reported the worst perceptions of their health
and physical well-being, even when compared to women with poor
cardiorespiratory fitness. In addition, self-rated health and physical well-
being were poorer amongst those who were physically active less than 2.5
hours per week compared to those who were physically active 2.5 hours per
week or more.

In accordance with our results, previous cross-sectional studies found
associations between cardiorespiratory fitness and the general health or
physical dimensions of HRQoL amongst hypertensive individuals with and
without type 2 diabetes (176), individuals at risk for cardiovascular disease
(171), adults with McArdle disease (174), men in the United States Navy (172)
and middle-aged and elderly women and men (175). In addition, a study of
healthy and predominantly young men reported an association between
physical fitness index, comprised of cardiorespiratory fitness and muscle
fitness as well as the general health and physical functioning dimensions of
HRQoL (173).

Our results regarding the positive association of LTPA with the general
health and physical dimensions of HRQoL are similar to previous cross-
sectional and longitudinal studies that revealed similar associations in the
general population (20, 166). One previous trial, consisting of 399 Finnish
women at risk for GDM, reported that women who met the PA guidelines at
the end of their pregnancy had a better overall HRQoL at the end of
pregnancy, but not at the beginning of pregnancy, after controlling for age,
parity, education and prepregnancy BMI (146). More physically active
women had a better mobility, ability to handle their usual activities and
vitality dimension of HRQoL assessed using the 15D questionnaire (146). A
cross-sectional Swedish study, in turn, found that higher levels of LTPA were
associated with a better self-rated health amongst 3 868 pregnant women
(49).

A number of previous studies of the general population reported
associations between higher levels of LTPA and better mental dimensions of
HRQoL, in addition to the physical dimensions of HRQoL (20). Moreover,
studies have reported a positive association between cardiorespiratory fitness
and the mental dimensions of HRQoL amongst hypertensive individuals with
and without type 2 diabetes (176) and amongst healthy men (172, 173). A
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recently published study found that cardiorespiratory fitness, measured as
VO.max during a cycle ergometer test, was associated with both the physical
and mental HRQoL, as assessed using SF-36 amongst 20 outpatients with
bipolar disorder (254). Cardiorespiratory fitness and HRQoL, however, were
not associated in 20 healthy controls, whilst persons with bipolar disorder
had a lower HRQoL, lower cardiorespiratory fitness and were more
sedentary. Objectively measured PA was not associated with HRQoL in either
group (254).

Other studies have reported results similar to ours. Specifically,
cardiorespiratory fitness was not associated with the mental well-being
dimensions of HRQoL amongst patients with McArdle disease, individuals at
risk for cardiovascular disease and middle-aged and elderly men and women
(171, 174, 175). The possible reasons for finding no associations between the
mental well-being dimensions of HRQoL and LTPA or cardiorespiratory
fitness in our study include the small sample size and the predominantly low
aerobic fitness levels amongst this sample of women. Another possible
explanation is that the average mental well-being amongst the women in our
study may have been poorer than amongst women in the general population.
Hence, women with a history of GDM or prepregnancy obesity or both
appear to experience more depressive symptoms compared to women in the
general pregnant population at least during early pregnancy (study II).

We found that cardiorespiratory fitness and LTPA were associated with
the general health domain of HRQoL amongst women with lower average
VOamax levels. This finding further highlights the importance of PA and
cardiorespiratory fitness amongst women at risk for GDM, since self-rated
health appears to predict both morbidity and mortality (15, 18). Moreover,
self-rated general health and physical well-being differed even between those
with very poor and poor fitness levels amongst the women in our study,
indicating that even a slightly better cardiorespiratory fitness benefits well-
being.

According to previous studies, GDM is related to an adverse HRQoL
and self-rated health (137, 161), but the factors affecting subjective well-being
amongst women with GDM are less known. Although exercise training
improves HRQoL in individuals with medical conditions, such as coronary
heart disease, breast cancer, asthma, chronic obstructive pulmonary disease,
Parkinson’s disease and schizophrenia (255), a systematic review updated in
2017 on studies aimed at preventing GDM found only four RCTs employing
combined diet and exercise interventions that examined subjective well-
being (177). Three of these studies found no effect from the intervention on
sleep, stress, depressive symptoms, HRQoL and self-rated health during
pregnancy (177, 186, 187, 256). However, one study reported no effect from a
lifestyle advice intervention on the risk of depression, anxiety or HRQoL
amongst overweight or obese women, yet the intervention improved
knowledge regarding healthy food choices and exercise as well as reassurance
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about their own and their baby’s health (257). That intervention also
increased the self-reported PA amongst women (258). The three
interventions which had no effect on subjective well-being slightly increased
self-reported PA (187), had no effect on objectively measured PA (186) and
reduced the decrease in the self-reported PA during pregnancy (259). We do
not know whether the interventions improved the measured
cardiorespiratory fitness, and whether that would have affected the
subjective well-being of participants, since these trials did not assess exercise
capacity.

Our results indicate that cardiorespiratory fitness and LTPA are
alarmingly low amongst women planning a pregnancy and at risk for GDM.
Most of the women in our study (67%) had a very poor or poor aerobic fitness
level compared to normal values for women (200). For instance, 88% of the
women fell below the average aerobic fitness level for their age (200), thus
increasing the cardiovascular disease risk (260). In addition, only 41% of the
women reported engaging in any LTPA for at least 2.5 hours per week. The
recommended amount to achieve health benefits is at least 2.5 hours of
moderate-intensity aerobic PA per week, in addition to muscle-strengthening
activities performed at least twice per week (53). Another Finnish trial
reported that amongst women at risk for GDM, 52% engaged in the
recommended amount of LTPA prior to pregnancy, as recalled at the
beginning of the pregnancy (261).

Our results amongst women at risk for GDM agree with results from
studies on the general population and some patient groups regarding the
positive association between cardiorespiratory fitness and LTPA with the
physical dimensions of HRQoL. Unlike our study, some studies also found a
positive association between cardiorespiratory fitness or LTPA with the
mental dimensions of HRQoL. Hence, our study appears to be the first to
examine these relationships amongst women planning a pregnancy and at
high risk for GDM.

6.5 EFFECTS OF LIFESTYLE COUNSELLING ON SELF-
RATED HEALTH AMONGST WOMEN AT RISK FOR
GESTATIONAL DIABETES (STUDY IV)

The RCT RADIEL study aimed to prevent GDM using lifestyle counselling.
The secondary analysis from the RADIEL study (study IV) showed that self-
rated health varied over time from early pregnancy to one-year postpartum,
and was poorest during the third trimester. Self-rated health seemed to
improve in the lifestyle counselling group and deteriorate in the control
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group, although the difference between groups was not statistically
significant.

Previous studies also reported changes in HRQoL and self-rated health
over the course of a pregnancy. For example, a larger study amongst 1 809
multiethnic women showed that the physical functioning domain of SF-36
declined significantly from prepregnancy to 24- to 28-weeks and 32- to 36-
weeks gestation, but improved again at 8- to 12-weeks postpartum. The
vitality domain of SF-36 declined from prepregnancy to pregnancy, but did
not return to prepregnancy levels postpartum (158). Amongst Swedish
women, physical and mental self-rated health, both assessed through a single
question, varied over time from mid-pregnancy to one-year postpartum. The
proportion of women with a poor self-rated physical health increased from
mid-pregnancy to late pregnancy, then decreased at two-months postpartum
and increased again at one-year postpartum. Self-rated mental health
showed a similar pattern (159). The results from our study on the change in
self-rated health during pregnancy amongst women at risk for GDM agree
with a previous Finnish study that reported an overall decrease in HRQoL
during the course of pregnancy amongst women at risk for GDM (146).

A previous randomised controlled PA intervention during pregnancy
improved self-rated health amongst 80 healthy women (184). Conversely,
another RCT amongst 183 obese pregnant women reported no differences in
either GDM or self-rated health between a group that received dietary and
PA advice and the control group (186). Furthermore, results from a
randomised controlled 12-week exercise intervention amongst 855 healthy
pregnant women showed, similar to our results, that all women experienced
a deterioration in self-rated health during the third trimester. In addition,
the exercise programme had no effect on preventing GDM or on the general
psychological well-being and self-reported health (183, 262).

In 2017, the Cochrane systematic review on combined diet and exercise
interventions to prevent GDM was updated (177). That review includes 23
RCTs (including the RADIEL study) amongst 8 918 women and 8 709
infants, and found a possible reduced risk of GDM and caesarean section in
the diet and exercise groups compared to the standard care groups.
Furthermore, the review found no clear effect for pre-eclampsia, pregnancy-
induced hypertension or hypertension, perinatal mortality or large for
gestational age (177). The review identified four randomised controlled
combined diet and exercise interventions aimed at preventing GDM, which
reported subjective well-being as a secondary outcome (177). One study, the
LIMIT study conducted in Australia, reported no difference in the risk of
depression, anxiety or HRQoL amongst overweight and obese women
between the group receiving a lifestyle advice intervention (n = 976) and the
group receiving standard antenatal care (n = 957) from early pregnancy to
four-months postpartum. However, women receiving lifestyle advice
improved their knowledge of healthy food choices and exercise as well as
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improved reassurances about their own and their baby’s health (257). In
agreement with our results, three of the four trials on combined diet and
exercise interventions aimed at preventing GDM and reporting on subjective
well-being found no effect from the interventions on stress, sleep, depressive
symptoms, quality of life and self-rated health during pregnancy (186, 187,
256). The Finnish NELLI study found no difference in the change of HRQoL
or self-rated health between the lifestyle counselling group and the standard
antenatal care group from early pregnancy to 36- to 37-weeks gestation (177,
256). Similarly, the UK Pregnancies Better Eating and Activity (UPBEAT)
trial reported no effect of the diet and PA intervention on quality of life or
depressive symptoms amongst obese women from early pregnancy to 28-
weeks gestation (186). Finally, the Fit for Delivery intervention conducted in
the USA had no effect on depressive symptoms, stress and sleep from early
pregnancy to late pregnancy, or to 6- or 12-months postpartum (187).
RADIEL lifestyle counselling reduced the incidence of GDM by 39%
during the second trimester; GDM was diagnosed in 20 of 144 women in the
intervention group and 27 of 125 women in the control group (189).
Moreover, RADIEL lifestyle counselling during pregnancy and the first
postpartum year reduced the incidence of impaired glucose regulation
(impaired fasting glucose, impaired glucose tolerance or type 2 diabetes) at
six-weeks or one-year postpartum, but had no effect on weight retention, PA
or diet at one-year postpartum (195). Furthermore, as the results of this
doctoral thesis indicate, the RADIEL lifestyle counselling intervention did
not significantly improve self-rated health from pregnancy to one-year
postpartum. Participants in the RADIEL trial who reached a total EPDS score
of = 10 or who had self-harm thoughts were referred for further assessment
and treatment for depression. However, RADIEL lifestyle counselling
included no specific psychological intervention. This may explain why we
detected no effect on self-rated health because the self-rated health of
pregnant and postpartum women is, in addition to physiological and lifestyle
factors, also associated with psychological factors (263—265). The
effectiveness of motivational interviewing, for example, was demonstrated in
promoting lifestyle changes in healthcare (266, 267). In addition,
motivational interviewing improved certain domains of HRQoL, including
self-rated general health, when included in a PA lifestyle intervention
amongst individuals with chronic heart failure (268). A psychological
intervention may have been beneficial in the RADIEL study, considering that
women at high risk for GDM appear vulnerable to depressive symptoms
(study II), and a low mental well-being is common amongst overweight and
obese European women during early pregnancy (269). Depressive symptoms
during early pregnancy, in turn, may predict the development of GDM (270).
Other possible reasons for detecting no effect from the lifestyle
intervention on self-rated health include that both the intervention and
control groups met study nurses on several occasions during the study period
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for measurements. Thus, the nurse—participant relationship may have
influenced both groups. In addition, both groups received standard antenatal
care, including general information leaflets on diet and PA. Therefore, there
was no real control group in the RADIEL study. It is commonly known that,
in lifestyle interventions in addition to the intervention group, the control
group usually also benefits to some extent from participation in a study and
from the study measurements. The so-called Hawthorne effect, which in
lifestyle interventions equates with regular follow-up and appointments with
healthcare professionals, may also affect the control group, thus diluting the
differences between the intervention and the control groups (271). Another
possible reason for the lack of group difference in the self-rated health is that
the majority of women in the study (86% in the intervention group and 68%
in the control group) rated their health either as good or quite good at the
beginning of the study. Therefore, the improvement in self-rated health may
have been difficult to detect, particularly in the intervention group. In the
general Finnish population, 74% of women aged 20 to 54 rated their health
either as good or quite good in 2017 (272).

There are a limited number of GDM prevention studies examining the
effects of lifestyle interventions on subjective well-being. Study IV and other
existing studies relied on different assessment methods to measure well-
being, and, thus, show conflicting results.

6.6 LIMITATIONS AND STRENGTHS

6.6.1 SYSTEMATIC LITERATURE REVIEW (STUDY 1)

A major limitation of the systematic review is that most of the studies
included used self-reported questionnaires when assessing PA. Self-reported
PA data are likely to be somewhat limited due to, for example, perceived
social desirability and recall error (58). Furthermore, the studies reviewed
used different PA questionnaires or interviews, and only some studies used
validated PA questionnaires. Depending on the PA assessment method used,
the studies examined different aspects of PA dose (frequency, duration,
intensity) and type. In addition to leisure time PA, some studies assessed
occupational and transportation PA rendering comparisons between studies
difficult. Furthermore, data on PA before, during and after a life event were
collected at different times across studies. For example, some studies
collected data on women’s PA behaviour after pregnancy at different times
during the postpartum period. A further limitation is that 7 of the 34 studies
included in the review used a retrospective method, thus relying on recall
when assessing PA before the life event. Recall of PA may be affected by
memory. Another limitation in retrospective studies lies in the possible
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cross-contamination of responses when PA before and after a life event is
assessed simultaneously.

Participants in the studies included in the review consisted primarily of
well-educated Caucasian adults. Thus, generalising the study findings is
limited because PA and life events may vary between countries, between
ethnic groups and between people with a different socioeconomic status. In
addition, cultural and social norms, as well as social insurance benefits (e.g.,
the duration of maternity leave) may affect PA changes during life events
across population groups. The effects of life events on PA may also differ
between sexes, and a larger number of studies included in the review
assessed the effects of life events on PA amongst women than amongst men.

Further limitations include the limited details on PA reported across the
studies included in the review. Some studies did not statistically analyse the
magnitude of the change in PA from before and after a life event (238, 273,
274). In addition, any non-response bias may have affected the results of the
original studies. Another important limitation is that life events tend to
overlap, for example, marriage and pregnancy may closely follow each other.
Therefore, examining the effects of one specific life event on health behaviour
may be difficult. Finally, although a life event may influence PA, other
simultaneous physical, psychological and social factors are likely to also
affect an individual’s behaviour. Finally, no meta-analysis was conducted for
the systematic review because of the small number of included studies
examining the same life events, and because of the heterogeneity of existing
studies on the topic.

The strength of our systematic review primarily consists of the inclusion
of 27 additional articles compared to the previous systematic review on the
topic (45). In total, 13 of the 27 additional articles were published after the
original systematic review, and 14 were not found by the previous review.
Therefore, our review broadens our understanding of the effects of life events
on PA. Another strength lies in that all of the articles included in our review
assessed PA both before and after a life event, and thus we can draw
conclusions on causality better than cross-sectional studies assessing a life
event and PA at one only time point. Another key strength is that we
conducted the literature search systematically.

6.6.2 UPDATED LITERATURE REVIEW ON PREGNANCY AND
PHYSICAL ACTIVITY

For this doctoral thesis, an updated literature review was conducted in 2017
regarding studies examining the effects of pregnancy on PA. The updated
literature review was conducted only by one author (Elina Engberg). Other
limitations of the updated literature review include that three out of the
seven studies did not examine the magnitude of the change in PA
statistically. Moreover, the studies included in the updated review assessed

85



PA with self-reported measures, which may result in under- or overreporting
of PA behaviour (58). Objective PA measures, such as accelerometers, have
been shown to have a moderate to strong reliability and moderate validity for
measuring PA during pregnancy and postpartum (248). However, when
changes in PA during pregnancy have been assessed with accelerometry,
similar decreases in PA were found both in self-reported PA and in PA
assessed with accelerometry (249). In addition, the compliance to PA
assessment has been shown to be better with self-reported measure (249).
The advantages of objective PA measures include a more precise estimation
of PA intensity and short bouts, and the elimination of recall bias. One
weakness of an accelerometer is its inability to accurately measure activities
involving upper-body movement, pushing or carrying a load and stationary
exercise (e.g., cycling or strength training). Moreover, accelerometers are not
suitable for measuring water-based activities, which may become more
popular during pregnancy. The key strength of the updated literature review
is that recent studies on the topic were found. A further strength of the
systematic literature review (study I) and the updated literature review of
this doctoral thesis is including only studies assessing PA both before and
after becoming pregnant, and thus examining a change in PA due to
pregnancy.

6.6.3 DEPRESSIVE SYMPTOMS IN PREGNANT WOMEN AT RISK FOR
GESTATIONAL DIABETES (STUDY II)

The limitations of study II primarily lie in how we obtained the sample of
pregnant women in the general population. Specifically, we obtained a
sample that may not be representative of the entire pregnant population,
because only 52.7% of the women who received EPDS returned the
questionnaire. Furthermore, the women at risk for GDM recruited were
motivated to participate in a lifestyle intervention study, and we also
excluded high-risk women with severe psychiatric disorders. Therefore, the
prevalence of depressive symptoms during pregnancy amongst women at
risk for GDM may be even greater than suggested by our findings. A further
limitation is that we used no clinical diagnostic criteria for depression, and
the participants mostly consisted of native Finnish women. Finally, because
the study was cross-sectional, we cannot determine the direction of causality.

The important strengths of our study include that depressive symptoms
were assessed during early pregnancy for all women in our study, unlike in
many previous studies that examined depressive symptoms amongst women
with GDM. Moreover, when we assessed depressive symptoms, the women in
our study were not diagnosed with GDM. Thus, a GDM diagnosis could not
have affected depressive symptoms amongst the pregnant women. By
contrast, many previous studies compared depressive symptoms between
women with a GDM diagnosis and pregnant control women. The women in
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our study were, however, aware of their risk for GDM. Other strengths of our
study include the larger sample size compared with most previous studies,
and the use of a validated measure (EPDS) to assess depressive symptoms
amongst pregnant women.

6.6.4 CARDIORESPIRATORY FITNESS AND HEALTH-RELATED
QUALITY OF LIFE AMONGST WOMEN PLANNING A
PREGNANCY AND AT RISK FOR GESTATIONAL DIABETES
(STUDY 1)

The limitations to study III relate to the participants themselves. We
recruited participants who were interested in participating in a lifestyle
intervention, and thus they may have been more motivated to engage in
physical activities than those women at risk for GDM who did not participate
in the study. Consequently, LTPA and cardiorespiratory fitness levels may be
even lower amongst all women planning a pregnancy and at risk for GDM. A
major limitation of the study is that we did not use an objective measure for
LTPA, such as accelerometry. Furthermore, we assessed LTPA using a single
self-reported item and not through a validated questionnaire. However,
single-item PA measurements assess PA as well as short questionnaires in
terms of their reliability and validity (59).

A further limitation lies in the small sample size. In addition, only a small
subset of the women invited actually participated in the study. It was
challenging to recruit women during this busy phase of life for a trial
including several time-consuming clinical measurements, which we did not
address in this doctoral dissertation. Another reason that rendered
recruitment challenging was that, despite having risk factors for GDM, those
young women did not consider themselves at risk at this stage and thus were
not that interested in participating in a lifestyle intervention. Another
limitation is that study III was cross-sectional (baseline RCT data were used),
and therefore no causal conclusions can be drawn.

The strengths of the study include that we examined the association of
HRQoL wusing both self-reported LTPA and objectively measured
cardiorespiratory fitness. We assessed cardiorespiratory fitness by measuring
VO2max, the gold standard method for determining cardiorespiratory fitness
(170). We measured VO.max during a maximal exercise test using a breath-by-
breath technique, a reproducible and precise measurement of
cardiorespiratory fitness. Less precise methods, such as an estimation of
multiple METs based on the treadmill grade and speed in a submaximal
exercise test (171, 172) and an estimation of VOsmax based on the heart rate
and power during a maximal test on a cycle ergometer (173) were used in
some previous studies examining HRQoL and cardiorespiratory fitness.
Moreover, in our analyses we used an aerobic fitness level classification,
which takes into account the age and sex of participants (200). A further
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strength is that we controlled the analyses for BMI, the only demographic or
health variable associated with HRQoL in our study.

6.6.5 EFFECTS OF LIFESTYLE COUNSELLING ON SELF-RATED
HEALTH FROM PREGNANCY TO POSTPARTUM (STUDY IV)

One limitation to study IV lies in the 30% of randomised participants who
dropped out during follow-up, potentially affecting our results. Our follow-up
period was, however, quite long and lasted from the first trimester of
pregnancy to one-year postpartum. A previous study compared drop-outs to
those who continued in the RADIEL study during the first year postpartum
and reported no differences in age, BMI, family history of diabetes and GDM,
finding that drop-outs in the control group were, however, significantly
younger than those who continued (195). The number of drop-outs was not
exactly the same as in study IV due to the different outcome measures. Drop-
outs may have had the lowest motivation for a lifestyle intervention and the
poorest self-rated health, also potentially affecting the results. Another
explanation for detecting no significant difference in the self-rated health
between the intervention and control groups may be that the follow-up time
in the RADIEL study still remained too short, since the difference between
the intervention and the control groups increased with time. A major
limitation of our study is the risk of contamination between the intervention
and control groups. Women in the control group visited the study nurse and
completed the health and well-being questionnaires at six time points as well,
possibly affecting their well-being.

The key strength was that the RADIEL study was a randomised controlled
trial, and thus suitable for examining the effects of lifestyle counselling on
self-rated health as a secondary outcome. Furthermore, we assessed self-
rated health at six time points during a pregnancy and the postpartum
period. Thus, we could follow changes across several time points. We
followed women from early pregnancy up to one year after giving birth,
representing a rather long follow-up time. Our study is one of the very few
RCTs aimed at preventing GDM, which examined subjective well-being as an
outcome (177). Furthermore, the follow-up in our study is longer than in
most other studies reporting on subjective well-being (177). An additional
strength lies in adopting a participant-centred measure of health status, thus
offering a broader understanding of maternal health and well-being than
traditionally used markers of morbidity.
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7 CONCLUSIONS

This doctoral dissertation examined the associations between life events —
particularly pregnancy —, leisure-time physical activity, cardiorespiratory
fitness, depressive symptoms and health-related quality of life, focussing
specifically on women at risk for gestational diabetes mellitus.

The main conclusions are:

1.

Major life events affect leisure-time physical activity behaviour,
whereby physical activity decreases from prepregnancy to pregnancy
and from prepregnancy to postpartum. Consequently, individuals
experiencing life events could be an important target group for
physical activity promotion.

The prevalence of depressive symptoms in early pregnancy is higher
amongst women at risk for gestational diabetes compared to women
in the general pregnant population. These differences appear to be
explained by characteristics such as a higher age and BMI and a lower
income amongst women at risk for gestational diabetes. Screening for
depression amongst pregnant high-risk women as well as treating
depressive symptoms in antenatal care requires attention.

Better cardiorespiratory fitness and higher levels of leisure-time
physical activity are associated with a better health-related quality of
life amongst women planning a pregnancy and at risk for gestational
diabetes. Even a slightly better cardiorespiratory fitness could be
beneficial for self-rated well-being amongst these women. In addition
to several other health benefits, increasing physical activity could
improve the health-related quality of life of women at risk for
gestational diabetes.

Improving the self-rated health of women at risk for gestational
diabetes through lifestyle counselling from pregnancy to postpartum
calls for further research. Future studies should examine the effects of
lifestyle counselling combined with psychological support to improve
self-rated well-being amongst high-risk pregnant women.
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8 PERSPECTIVES

When considering previous studies in the fields of PA, pregnancy and mental
well-being, the major strengths of this doctoral dissertation include using a
validated measure to assess depressive symptoms during pregnancy amongst
a rather large sample of women, the objective measurement method of
cardiorespiratory fitness and examining the effects of lifestyle counselling on
subjective well-being from early pregnancy to one-year postpartum using a
RCT study design. This doctoral dissertation primarily included Caucasian
participants, and, therefore, the generalisability of the results to other ethnic
groups remains limited. Furthermore, the women at risk for GDM included
in this dissertation represented women of Finnish origin, perhaps further
limiting the generalisability of the results to other countries.

This dissertation demonstrated that major life events affect PA. The
effects depend on different life events, and on the age and sex of those
experiencing the life events. The systematic review on life events and PA
included in this dissertation includes a greater number of studies than the
previously published systematic review on the topic, thus broadening our
knowledge of the relationship between life events and PA. Amongst life
events, this dissertation focused specifically on the effects of pregnancy on
PA. Unlike previous literature reviews on the topic, this dissertation
examined merely within-woman changes in PA caused by pregnancy by
including only studies assessing PA both before and after becoming
pregnant. Thus, this doctoral dissertation strengthens the evidence
demonstrating that PA levels decrease from prepregnancy to pregnancy, and
from prepregnancy to postpartum. In order to avoid the risks related to
physical inactivity and to gain the health and well-being benefits of regular
PA, antenatal care providers should advise women on the importance and
safety of PA during pregnancy and the postpartum period, as well as
encourage and motivate them to be physically active.

GDM is an emerging global epidemic amongst pregnant women, leading
to negative health consequences for both the mother and the child. Previous
studies have shown that depression is more common amongst people with
type 1 or type 2 diabetes compared to those without, yet the prevalence of
depressive symptoms amongst women with GDM has not been studied as
extensively. The results of this doctoral dissertation add to that evidence by
showing that the prevalence of depressive symptoms during early pregnancy
is higher amongst women at high risk for GDM compared to women in the
general pregnant population in Finland. The higher prevalence of depressive
symptoms amongst high-risk women seems to be explained by
characteristics such as age, BMI and income. Regardless of the factors
affecting or mechanisms behind the higher prevalence, the adverse mental
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well-being of high-risk women should be the focus of research as well as
clinical practice, thus, affecting adherence to GDM prevention strategies,
such as lifestyle changes or later to the treatment of GDM. Depressive
symptoms should be screened not only in postpartum care, but also in
antenatal care, considering the adverse consequences for both the mother
and the child.

Previous studies suggest that GDM is related to adverse HRQoL and self-
rated health, whereas factors associated with a poorer HRQoL need to be
identified. To our knowledge, this dissertation represents the first
examination of whether measured cardiorespiratory fitness and self-reported
LTPA associate with HRQoL amongst women planning a pregnancy and at
risk for GDM. Our results are similar to previous studies examining other
populations regarding the positive association between LTPA and HRQoL.
The results of this dissertation agree with a limited number of previous
studies examining measured cardiovascular fitness and HRQoL showing
positive associations on cardiovascular fitness mainly related to the physical
domains of HRQoL. The results of this dissertation identified no associations
between LTPA or cardiorespiratory fitness and the mental dimensions of
HRQoL, which may result from the small sample size in that particular study.
In addition, this dissertation suggests that even a slightly better
cardiorespiratory fitness could benefit self-rated health and the physical well-
being of women planning a pregnancy and at risk for GDM. Studies have
shown that lifestyle and PA interventions can prevent GDM, although the
role of objectively measured cardiorespiratory fitness in this remains unclear.
GDM prevention programmes should assess and aim to improve
cardiorespiratory fitness.

Currently, only a small number of lifestyle intervention studies aimed at
preventing GDM have examined whether the intervention also affects the
subjective well-being of the women. In accordance with these few previous
studies, the randomised controlled lifestyle intervention aimed at preventing
GDM included in this dissertation had no significant effect on the self-rated
health of the participants. The drop-out rate of 30% during the study period,
lasting from early pregnancy to one-year postpartum, may have affected this
result. Further research is needed to identify effective methods to improve
the subjective well-being amongst women at risk for gestational diabetes
during pregnancy and the postpartum period. Lifestyle programmes
combined with psychological interventions could be effective both in the
prevention of GDM and in improving the mental well-being of women at risk.
Mental well-being should be taken into account when planning and
implementing GDM prevention studies and programmes.

91



ACKNOWLEDGEMENTS

Writing these words of thanks represents the finishing touch to my
dissertation. The entire PhD process spanning several years has been a
period of intense learning for me—not only in the scientific arena, but also on
a more personal level. Carrying out research and writing this dissertation
impacted me in significant ways. Here, I want to reflect upon those
individuals who supported and helped me throughout this process.

I first express my deepest gratitude and appreciation to my supervisors,
Professor Heikki Tikkanen and Adjunct Professor Katriina Kukkonen-—
Harjula, both of whom have continually and convincingly helped me in many
ways during the entire PhD process. Professor Tikkanen’s excitement related
to research on exercise medicine, encouraging words and contacts proved
indispensable. Adjunct Professor Kukkonen-Harjula’s dedication and
availability to always comment on my writing and offer guidance when
needed proved just as invaluable. Without their support and help, this
dissertation would not have been possible.

I would also like to thank Saila Koivusalo, MD, PhD for adopting me as a
member of the RADIEL research group. I have learned immense amounts
from her positive attitude and innovative mind, and enjoyed sharing
fascinating conversations. In addition, I would like to extend huge thanks to
Professor Johan Eriksson, who always offered his valuable and experienced
guidance when needed and who always considered me a part of the RADIEL
group.

I would also like to thank all my of co-authors—Professor Markku Alén,
Harriet Hagglund, MSc, biostatistician Hannu Kautiainen, Saila Koivusalo,
MD, PhD, Anne Koponen, MSc, Adjunct Professor Katriina Kukkonen-
Harjula, Adjunct Professor Heikki Pekkarinen, Adjunct Professor Juha
Peltonen, Maritta PGyhonen-Alho, MD, PhD, Professor Risto Roine, Kristiina
Rono, MD, Niina Sahrakorpi, MD, Beata Stach-Lempinen, MD, PhD,
Professor Aila Tiitinen and Professor Heikki Tikkanen. Each of these
individuals offered their expertise in their respective fields, in relation to
statistical analyses and in commenting on manuscripts. I also thank the
entire RADIEL research group, particularly research nurses, research
assistant and my PhD candidate colleagues for fun times, both in our
research and in our leisure time. Special thanks to Emilia Huvinen, MD for
support when I was finishing this dissertation, support that was indeed much
needed and welcome. I also thank Adjunct Professor Juha Peltonen and
Maritta Péyhonen-Alho, PhD and the entire highly professional group of
people working with ANS-EXE. Special thanks are also extended to Marja
Pidivinen, MSc, Jarmo Ritola, Lic, Antti-Pekka Rissanen, MD, PhD and

92



nurses Maija Kopo and Minna Riitamaa for their professionalism and for
making my time working with ANS-EXE fun.

I also thank my Master’s thesis supervisor, the late Adjunct Professor
Heikki Pekkarinen, for introducing me to those initial forays into the world of
research on exercise medicine and for believing in me. I miss his enthusiasm
and encouraging words. I also thank my other Master’s thesis supervisor,
Professor Markku Alén, for encouraging me to write an article about my
Master’s thesis, for believing in me as a potential researcher and for helping
me to move forward along this path.

I thank Assistant Professor Anna Keski-Rahkonen for her encouraging
and warm teaching style that introduced me to a new way of thinking about
the scientific writing process. I also want to thank Instructor Vanessa Fuller,
MA for teaching me in an inspiring way how to improve my scientific
English-language writing and helping me to gain confidence when presenting
my research. I also thank Vanessa for the English-language revision of this
dissertation. I also extend my thanks to my friend Saija Aalto, MSc for
revising the Finnish-language abstract of this dissertation.

In addition, I am grateful to the institutions and their staff involved in this
study—the Department of Sports and Exercise Medicine, Clinicum, Faculty of
Medicine, University of Helsinki and the Foundation for Sports and Exercise
Medicine, Clinic for Sports and Exercise Medicine; the Unit of Clinical
Practice and Primary Health Care, Clinicum, Faculty of Medicine, University
of Helsinki; and the maternity hospitals in the Helsinki metropolitan area
(Department of Obstetrics and Gynaecology, Helsinki University Hospital
(HUH); Kaitiloopisto Maternity Hospital; Jorvi Hospital) and the South-
Karelia Central Hospital (SKCH) in Lappeenranta.

I also thank all the institutions and foundations that financially supported
the RADIEL and the ANS-EXE studies. In particular, my PhD study was
supported by Urheiluopistosditio (Sports Institute Foundation), the
University of Helsinki Medicine Fund, the Juho Vainio Foundation, the Yrjo
Jahnsson Foundation, the Gyllenberg Foundation and the Doctoral
Programme in Population Health at the University of Helsinki. Without their
support of my research study plan, this dissertation would not have been
possible. I also want to express my deepest gratitude to all of the women who
participated in the RADIEL and ANS-EXE studies.

I also extend my thanks to my pre-examiners, Adjunct Professor Tarja
Kinnunen and Professor Mireille van Poppel, for their profound and
professional comments on my dissertation. Their remarks and insight helped
me to improve this dissertation book.

Finally, I thank my parents for encouraging me to study a topic I am truly
interested in, which eventually lead me to work about which I am passionate
and which is immensely meaningful to me. I also thank my parents for
putting the silly notion in my head that I am capable of doing anything I put
my mind to. I also thank my brother, Janne, for being himself with his

93



infectious easy-going attitude and for the fun and relaxing times we have
shared. Those times have been necessary these past several years. I also want
to thank my godmother and aunt, Sanna, for her encouragement and for her
love. I only wish Sanna could have seen this day—I miss her enormously. I
also thank Anniina, Kai and Jari for being such an important part of my life,
as well as during my PhD studies. I thank Maija for always being in my life.
And, I express my warmest thanks to Titti, who during these last two years
witnessed the worst and hopefully the best in me. Thank you for your
supporting love and understanding. Last but not least, I thank my friends for
being there for me and who luckily are still there for me despite these times
sometimes characterised by my absence from socialising and various events.

94



REFERENCES

1. Andersen LB, Mota J, Di Pietro L. Update on the global pandemic of physical inactivity.
Lancet 2016;388:1255-6

2. Apovian CM. The Obesity Epidemic--Understanding the Disease and the Treatment. N
Engl J Med 2016;374:177-9

3. Global Burden of Disease Study 2013 Collaborators. Global, regional, and national
incidence, prevalence, and years lived with disability for 301 acute and chronic diseases and
injuries in 188 countries, 1990-2013: a systematic analysis for the Global Burden of Disease
Study 2013. Lancet 2015;386:743-800

4.Ng M, Fleming T, Robinson M, Thomson B, Graetz N, Margono C, Mullany EC,
Biryukov S, Abbafati C, Abera SF, Abraham JP, Abu-Rmeileh NM, Achoki T, AlBuhairan
FS, Alemu ZA, Alfonso R, Ali MK, Ali R, Guzman NA, Ammar W, Anwari P, Banerjee A,
Barquera S, Basu S, Bennett DA, Bhutta Z, Blore J, Cabral N, Nonato IC, Chang JC,
Chowdhury R, Courville KJ, Criqui MH, Cundiff DK, Dabhadkar KC, Dandona L, Davis A,
Dayama A, Dharmaratne SD, Ding EL, Durrani AM, Esteghamati A, Farzadfar F, Fay DF,
Feigin VL, Flaxman A, Forouzanfar MH, Goto A, Green MA, Gupta R, Hafezi-Nejad N,
Hankey GJ, Harewood HC, Havmoeller R, Hay S, Hernandez L, Husseini A, Idrisov BT,
Ikeda N, Islami F, Jahangir E, Jassal SK, Jee SH, Jeffreys M, Jonas JB, Kabagambe EK,
Khalifa SE, Kengne AP, Khader YS, Khang YH, Kim D, Kimokoti RW, Kinge JM, Kokubo
Y, Kosen S, Kwan G, Lai T, Leinsalu M, Li Y, Liang X, Liu S, Logroscino G, Lotufo PA,
Lu Y, Ma J, Mainoo NK, Mensah GA, Merriman TR, Mokdad AH, Moschandreas J,
Naghavi M, Naheed A, Nand D, Narayan KM, Nelson EL, Neuhouser ML, Nisar MI,
Ohkubo T, Oti SO, Pedroza A, Prabhakaran D, Roy N, Sampson U, Seo H, Sepanlou SG,
Shibuya K, Shiri R, Shiue I, Singh GM, Singh JA, Skirbekk V, Stapelberg NJ, Sturua L,
Sykes BL, Tobias M, Tran BX, Trasande L, Toyoshima H, van de Vijver S, Vasankari TJ,
Veerman JL, Velasquez-Melendez G, Vlassov VV, Vollset SE, Vos T, Wang C, Wang X,
Weiderpass E, Werdecker A, Wright JL, Yang YC, Yatsuya H, Yoon J, Yoon SJ, Zhao Y,
Zhou M, Zhu S, Lopez AD, Murray CJ, Gakidou E. Global, regional, and national
prevalence of overweight and obesity in children and adults during 1980-2013: a systematic
analysis for the Global Burden of Disease Study 2013. Lancet 2014;384:766-81

5. Flegal KM, Kruszon-Moran D, Carroll MD, Fryar CD, Ogden CL. Trends in Obesity
Among Adults in the United States, 2005 to 2014. JAMA 2016;315:2284-91

6. THL. National Institute for Health and Welfare. Perinatal statistics - parturients, delivers
and newborns 2016. 2017; Available at:

http://www julkari.fi/bitstream/handle/10024/131259/Tr_16_2016.pdf ?sequence=1.
Accessed 11/20, 2017

7. World Health Organization. Global recommendations on physical activity for health.
2010; Available at:
http://apps.who.int/iris/bitstream/10665/44399/1/9789241599979_eng.pdf. Accessed 05/18,
2017

95



8. Kohl HW 3rd, Craig CL, Lambert EV, Inoue S, Alkandari JR, Leetongin G, Kahlmeier S,
Lancet Physical Activity Series Working Group. The pandemic of physical inactivity: global
action for public health. Lancet 2012;380:294-305

9. Lee IM, Shiroma EJ, Lobelo F, Puska P, Blair SN, Katzmarzyk PT, Lancet Physical
Activity Series Working Group. Effect of physical inactivity on major non-communicable
diseases worldwide: an analysis of burden of disease and life expectancy. Lancet
2012;380:219-29

10. Ding D, Lawson KD, Kolbe-Alexander TL, Finkelstein EA, Katzmarzyk PT, van
Mechelen W, Pratt M, Lancet Physical Activity Series 2 Executive Committee. The
economic burden of physical inactivity: a global analysis of major non-communicable
diseases. Lancet 2016;388:1311-24

11. American College of Obstetricians and Gynecologists (ACOG). Committee Opinion No.
650 Summary: Physical Activity and Exercise During Pregnancy and the Postpartum Period.
Obstet Gynecol 2015;126:1326-7

12. World Health Organization. World Health Report 2003: Shaping the Future. 2003;
Available at: http://www.who.int/whr/2003/en/whr03_en.pdf?ua=1. Accessed 05/18, 2017

13. Alwan S, Friedman JM, Chambers C. Safety of Selective Serotonin Reuptake Inhibitors
in Pregnancy: A Review of Current Evidence. CNS Drugs 2016;30:499-515

14. Bellissima V, Ververs TF, Visser GH, Gazzolo D. Selective serotonin reuptake
inhibitors in pregnancy. Curr Med Chem 2012;19:4554-61

15. DeSalvo KB, Bloser N, Reynolds K, He J, Muntner P. Mortality prediction with a single
general self-rated health question. A meta-analysis. J Gen Intern Med 2006;21:267-75

16. Dominick KL, Ahern FM, Gold CH, Heller DA. Relationship of health-related quality of
life to health care utilization and mortality among older adults. Aging Clin Exp Res
2002;14:499-508

17. Idler EL, Benyamini Y. Self-rated health and mortality: a review of twenty-seven
community studies. J Health Soc Behav 1997;38:21-37

18. Latham K, Peek CW. Self-rated health and morbidity onset among late midlife U.S.
adults. J Gerontol B Psychol Sci Soc Sci 2013;68:107-16

19. Stenholm S, Pentti J, Kawachi I, Westerlund H, Kivimiki M, Vahtera J. Self-rated health
in the last 12 years of life compared to matched surviving controls: the Health and
Retirement Study. 2014;9:e107879. doi:10.1371/journal .pone.0107879

20. Bize R, Johnson JA, Plotnikoff RC. Physical activity level and health-related quality of
life in the general adult population: a systematic review. Prev Med 2007;45:401-15

21. Torloni MR, Betran AP, Horta BL, Nakamura MU, Atallah AN, Moron AF, Valente O.

Prepregnancy BMI and the risk of gestational diabetes: a systematic review of the literature
with meta-analysis. Obes Rev 2009;10:194-203

96



22. American Diabetes Association. Diagnosis and classification of diabetes mellitus.
Diabetes Care 2014;37 Suppl 1:S81-90

23. Holmes HJ, Lo JY, Mclntire DD, Casey BM. Prediction of diabetes recurrence in
women with class A1l (diet-treated) gestational diabetes. Am J Perinatol 2010;27:47-52

24. Teh WT, Teede HJ, Paul E, Harrison CL, Wallace EM, Allan C. Risk factors for
gestational diabetes mellitus: implications for the application of screening guidelines. Aust
N Z J Obstet Gynaecol 2011;51:26-30

25. Kim C, Berger DK, Chamany S. Recurrence of gestational diabetes mellitus: a
systematic review. Diabetes Care 2007;30:1314-9

26.Zhu Y, Zhang C. Prevalence of Gestational Diabetes and Risk of Progression to Type 2
Diabetes: a Global Perspective. Curr Diab Rep 2016;16:7. doi:10.1007/s11892-015-0699-x

27. Coustan DR, Lowe LP, Metzger BE, Dyer AR, International Association of Diabetes and
Pregnancy Study Groups. The Hyperglycemia and Adverse Pregnancy Outcome (HAPO)
study: paving the way for new diagnostic criteria for gestational diabetes mellitus. Am J
Obstet Gynecol 2010;202:654.e1-6. doi:10.1016/j.ajog.2010.04.006

28. Bellamy L, Casas JP, Hingorani AD, Williams D. Type 2 diabetes mellitus after
gestational diabetes: a systematic review and meta-analysis. Lancet 2009;373:1773-9

29. HAPO Study Cooperative Research Group, Metzger BE, Lowe LP, Dyer AR, Trimble
ER, Chaovarindr U, Coustan DR, Hadden DR, McCance DR, Hod M, McIntyre HD, Oats
JJ, Persson B, Rogers MS, Sacks DA. Hyperglycemia and adverse pregnancy outcomes. N
Engl J Med 2008;358:1991-2002

30. Reece EA. The fetal and maternal consequences of gestational diabetes mellitus. J
Matern Fetal Neonatal Med 2010;23:199-203

31.Roy T, Lloyd CE. Epidemiology of depression and diabetes: a systematic review. J
Affect Disord 2012;142 Suppl:S8-21

32. Byrn MA, Penckofer S. Antenatal depression and gestational diabetes: a review of
maternal and fetal outcomes. Nurs Womens Health 2013;17:22-33

33. Marchetti D, Carrozzino D, Fraticelli F, Fulcheri M, Vitacolonna E. Quality of Life in
Women with Gestational Diabetes Mellitus: A Systematic Review. J Diabetes Res
2017;2017:7058082. doi:10.1155/2017/7058082

34. Holmes TH, Rahe RH. The Social Readjustment Rating Scale. J Psychosom Res
1967;11:213-8

35. MeSH Database. The National Library of Medicine. The National Institutes of Health.
Auvailable at: http://www .ncbi.nlm.nih.gov/mesh. Accessed 11/27, 2017

36. US Department of Health and Human Services. National Institutes of Health. About
pregnancy. Available at:

97



https://www.nichd.nih.gov/health/topics/pregnancy/conditioninfo/Pages/default.aspx.
Accessed 11/27,2017

37. Stults-Kolehmainen MA, Sinha R. The effects of stress on physical activity and exercise.
Sports Med 2014;44:81-121

38. Stetson BA, Rahn JM, Dubbert PM, Wilner BI, Mercury MG. Prospective evaluation of
the effects of stress on exercise adherence in community-residing women. Health Psychol
1997;16:515-20

39. Twisk JW, Snel J, Kemper HC, van Mechelen W. Changes in daily hassles and life
events and the relationship with coronary heart disease risk factors: a 2-year longitudinal
study in 27-29-year-old males and females. J Psychosom Res 1999;46:229-40

40. Steptoe A, Kimbell J, Basford P. Exercise and the experience and appraisal of daily
stressors: a naturalistic study. J Behav Med 1998;21:363-74

41. Caputo JL, Rudolph DL, Morgan DW. Influence of positive life events on blood
pressure in adolescents. J Behav Med 1998;21:115-29

42. Gottlieb NH, Green LW. Life events, social network, life-style, and health: an analysis
of the 1979 National Survey of Personal Health Practices and Consequences. Health Educ Q
1984;11:91-105

43. Mooy JM, de Vries H, Grootenhuis PA, Bouter LM, Heine RJ. Major stressful life
events in relation to prevalence of undetected type 2 diabetes: the Hoorn Study. Diabetes
Care 2000;23:197-201

44. Melamed S, Kushnir T, Strauss E, Vigiser D. Negative association between reported life
events and cardiovascular disease risk factors in employed men: the CORDIS Study.
Cardiovascular Occupational Risk Factors Determination in Israel. J] Psychosom Res
1997;43:247-58

45. Allender S, Hutchinson L, Foster C. Life-change events and participation in physical
activity: a systematic review. Health Promot Internation 2008;23:160-72

46. Grace SL, Williams A, Stewart DE, Franche RL. Health-promoting behaviors through
pregnancy, maternity leave, and return to work: effects of role spillover and other correlates.
Women Health 2006;43:51-72

47. Devine CM, Bove CF, Olson CM. Continuity and change in women's weight
orientations and lifestyle practices through pregnancy and the postpartum period: the
influence of life course trajectories and transitional events. Soc Sci Med 2000;50:567-82

48. Evenson KR, Wen F. National trends in self-reported physical activity and sedentary
behaviors among pregnant women: NHANES 1999-2006. Prev Med 2010;50:123-8

49. Lindqvist M, Lindkvist M, Eurenius E, Persson M, Ivarsson A, Mogren 1. Leisure time
physical activity among pregnant women and its associations with maternal characteristics
and pregnancy outcomes. Sex Reprod Healthc 2016;9:14-20

98



50. Caspersen CJ, Powell KE, Christenson GM. Physical activity, exercise, and physical
fitness: definitions and distinctions for health-related research. Public Health Rep
1985;100:126-31

51. Howley ET. Type of activity: resistance, aerobic and leisure versus occupational
physical activity. Med Sci Sports Exerc 2001;33:(6 Suppl):S364-9; discussion S419-20

52.U.S. Department of Health and Human Services. Physical Activity and Health: A Report
of the Surgeon General. 1996; Available at:
https://www.cdc.gov/nccdphp/sgr/pdf/sgrfull.pdf. Accessed 05/18, 2017

53. U.S. Department of Health and Human Services. 2008 physical activity guidelines for
Americans. 2008; Available at: https://health.gov/paguidelines/pdf/paguide.pdf. Accessed
05/18,2017

54. Tremblay MS, Aubert S, Barnes JD, Saunders TJ, Carson V, Latimer-Cheung AE,
Chastin SFM, Altenburg TM, Chinapaw MJM, SBRN Terminology Consensus Project
Participants. Sedentary Behavior Research Network (SBRN) - Terminology Consensus
Project process and outcome. Int J Behav Nutr Phys Act 2017;14:75. doi:10.1186/512966-
017-0525-8

55. Pate RR, O'Neill JR, Lobelo F. The evolving definition of "sedentary". Exerc Sport Sci
Rev 2008;36:173-8

56. van Poppel MN, Chinapaw MJ, Mokkink LB, van Mechelen W, Terwee CB. Physical
activity questionnaires for adults: a systematic review of measurement properties. Sports
Med 2010;40:565-600

57. Helmerhorst HJ, Brage S, Warren J, Besson H, Ekelund U. A systematic review of
reliability and objective criterion-related validity of physical activity questionnaires. Int J
Behav Nutr Phys Act 2012;9:103. doi:10.1186/1479-5868-9-103

58. Sallis JF, Saelens BE. Assessment of physical activity by self-report: status, limitations,
and future directions. Res Q Exerc Sport 2000;71:S1-14

59. Milton K, Bull FC, Bauman A. Reliability and validity testing of a single-item physical
activity measure. Br J Sports Med 2011;45:203-8

60. Troiano RP. A timely meeting: objective measurement of physical activity. Med Sci
Sports Exerc 2005;37:S487-9

61. Kyu HH, Bachman VF, Alexander LT, Mumford JE, Afshin A, Estep K, Veerman JL,
Delwiche K, Iannarone ML, Moyer ML, Cercy K, Vos T, Murray CJ, Forouzanfar MH.
Physical activity and risk of breast cancer, colon cancer, diabetes, ischemic heart disease,
and ischemic stroke events: systematic review and dose-response meta-analysis for the
Global Burden of Disease Study 2013. BMJ BMJ 2016;354:i13857. doi:10.1136/bm;.i3857

62. Lear SA, Hu W, Rangarajan S, Gasevic D, Leong D, Igbal R, Casanova A, Swaminathan
S, Anjana RM, Kumar R, Rosengren A, Wei L, Yang W, Chuangshi W, Huaxing L, Nair S,
Diaz R, Swidon H, Gupta R, Mohammadifard N, Lopez-Jaramillo P, Oguz A, Zatonska K,
Seron P, Avezum A, Poirier P, Teo K, Yusuf S. The effect of physical activity on mortality

99



and cardiovascular disease in 130 000 people from 17 high-income, middle-income, and
low-income countries: the PURE study. Lancet 2017;390:2643-54

63. Lee IM, Shiroma EJ, Evenson KR, Kamada M, LaCroix AZ, Buring JE. Accelerometer-
Measured Physical Activity and Sedentary Behavior in Relation to All-Cause Mortality: The
Women's Health Study. Circulation 2018;137:203-5

64. Cooney GM, Dwan K, Greig CA, Lawlor DA, Rimer J, Waugh FR, McMurdo M, Mead
GE. Exercise for depression. Cochrane Database Syst Rev 2013;9:CD004366

65. Mikkelsen K, Stojanovska L, Polenakovic M, Bosevski M, Apostolopoulos V. Exercise
and mental health. Maturitas 2017;106:48-56

66. Working group set up by the Finnish Medical Society Duodecim. Physical activity.
Current Care Guidelines. Helsinki: the Finnish Medical Society Duodecim. 2016; Available
at: http://www kaypahoito.fi/web/kh/suositukset/suositus ?id=hoi50075. Accessed 11/29,
2017

67. UKK Institute. Physical Activity Pie. 2009; Available at:
http://www ukkinstituutti.fi/en/products/physical_activity_pie. Accessed 04/07, 2018

68. American Heart Association. American Heart Association's Recommendations for
Physical Activity in Adults. 2017; Available at:

http://www .heart.org/HEARTORG/HealthyLiving/Physical Activity/FitnessBasics/ American
-Heart-Association-Recommendations-for-Physical-Activity-in-
Adults_UCM_307976_Atticle.jsp#. WsjgGoK-n-Y. Accessed 04/07,2018

69. 2018 Physical Activity Guidelines Advisory Committee. 2018 Physical Activity
Guidelines Advisory Committee Scientific Report. Washington, DC: U.S. Department of
Health and Human Services, 2018. 2018; Available at:
https://health.gov/paguidelines/second-
edition/report/pdf/PAG_Advisory_Committee_Report.pdf. Accessed 04/07, 2018

70. Kramer MS, McDonald SW. Aerobic exercise for women during pregnancy. Cochrane
Database Syst Rev 2006;(3):CD000180

71. Nascimento SL, Surita FG, Cecatti JG. Physical exercise during pregnancy: a systematic
review. Curr Opin Obstet Gynecol 2012;24:387-94

72. Daley AJ, Foster L, Long G, Palmer C, Robinson O, Walmsley H, Ward R. The
effectiveness of exercise for the prevention and treatment of antenatal depression: systematic
review with meta-analysis. BJOG 2015;122:57-62

73. Perales M, Santos-Lozano A, Ruiz JR, Lucia A, Barakat R. Benefits of aerobic or
resistance training during pregnancy on maternal health and perinatal outcomes: A
systematic review. Early Hum Dev 2016;94:43-8

74.Russo LM, Nobles C, Ertel KA, Chasan-Taber L, Whitcomb BW. Physical activity

interventions in pregnancy and risk of gestational diabetes mellitus: a systematic review and
meta-analysis. Obstet Gynecol 2015;125:576-82

100



75. International Weight Management in Pregnancy (i-WIP) Collaborative Group. Effect of
diet and physical activity based interventions in pregnancy on gestational weight gain and
pregnancy outcomes: meta-analysis of individual participant data from randomised trials.
BMJ 2017;358:j3119 doi:101136/bmj.j3991

76. Poyatos-Leon R, Garcia-Hermoso A, Sanabria-Martinez G, Alvarez-Bueno C, Sanchez-
Lopez M, Martinez-Vizcaino V. Effects of exercise during pregnancy on mode of delivery: a
meta-analysis. Acta Obstet Gynecol Scand 2015;94:1039-47

77.Bo K, Artal R, Barakat R, Brown W, Dooley M, Evenson KR, Haakstad LA, Larsen K,
Kayser B, Kinnunen TI, Mottola MF, Nygaard I, van Poppel M, Stuge B, Davies GA, IOC
Medical Commission. Exercise and pregnancy in recreational and elite athletes: 2016
evidence summary from the IOC expert group meeting, Lausanne. Part 2-the effect of
exercise on the fetus, labour and birth. Br J Sports Med 2016;50:1297-1305

78. Cary GB, Quinn TJ. Exercise and lactation: are they compatible? Can J Appl Physiol
2001;26:55-75

79. Mudd LM, Owe KM, Mottola MF, Pivarnik JM. Health benefits of physical activity
during pregnancy: an international perspective. Med Sci Sports Exerc 2013;45:268-77

80. Impact of physical activity during pregnancy and postpartum on chronic disease risk.
Med Sci Sports Exerc 2006;38:989-1006

81. Wang SM, Dezinno P, Maranets I, Berman MR, Caldwell-Andrews AA, Kain ZN. Low
back pain during pregnancy: prevalence, risk factors, and outcomes. Obstet Gynecol
2004;104:65-70

82. Evenson KR, Barakat R, Brown WJ, Dargent-Molina P, Haruna M, Mikkelsen EM,
Mottola MF, Owe KM, Rousham EK, Yeo S. Guidelines for Physical Activity during
Pregnancy: Comparisons From Around the World. Am J Lifestyle Med 2014;8:102-21

83.Bo K, Artal R, Barakat R, Brown W, Davies GA, Dooley M, Evenson KR, Haakstad
LA, Henriksson-Larsen K, Kayser B, Kinnunen TI, Mottola MF, Nygaard I, van Poppel M,
Stuge B, Khan KM. Exercise and pregnancy in recreational and elite athletes: 2016 evidence
summary from the IOC expert group meeting, Lausanne. Part 1-exercise in women planning
pregnancy and those who are pregnant. Br J Sports Med 2016;50:571-89

84. Clark SL, Cotton DB, Pivarnik JM, Lee W, Hankins GD, Benedetti TJ, Phelan JP.
Position change and central hemodynamic profile during normal third-trimester pregnancy
and post partum. Am J Obstet Gynecol 1991;164:883-7

85. DeFina LF, Haskell WL, Willis BL, Barlow CE, Finley CE, Levine BD, Cooper KH.
Physical activity versus cardiorespiratory fitness: two (partly) distinct components of
cardiovascular health? Prog Cardiovasc Dis 2015;57:324-9

86. Blair SN, Cheng Y, Holder JS. Is physical activity or physical fitness more important in
defining health benefits? Med Sci Sports Exerc 2001;33:S379,99; discussion S419-20

87.Ross R, Blair SN, Arena R, Church TS, Despres JP, Franklin BA, Haskell WL,
Kaminsky LA, Levine BD, Lavie CJ, Myers J, Niebauer J, Sallis R, Sawada SS, Sui X,

101



Wisloff U, American Heart Association Physical Activity Committee of the Council on
Lifestyle and Cardiometabolic Health, Council on Clinical Cardiology, Council on
Epidemiology and Prevention, Council on Cardiovascular and Stroke Nursing, Council on
Functional Genomics and Translational Biology, Stroke Council. Importance of Assessing
Cardiorespiratory Fitness in Clinical Practice: A Case for Fitness as a Clinical Vital Sign: A
Scientific Statement From the American Heart Association. Circulation 2016;134:e653-99

88. Wilmore JH, Leon AS, Rao DC, Skinner JS, Gagnon J, Bouchard C. Genetics, response
to exercise, and risk factors: the HERITAGE Family Study. World Rev Nutr Diet
1997;81:72-83

89. Lee DC, Sui X, Ortega FB, Kim YS, Church TS, Winett RA, Ekelund U, Katzmarzyk
PT, Blair SN. Comparisons of leisure-time physical activity and cardiorespiratory fitness as
predictors of all-cause mortality in men and women. Br J Sports Med 2011;45:504-10

90. International Association of Diabetes and Pregnancy Study Groups Consensus Panel,
Metzger BE, Gabbe SG, Persson B, Buchanan TA, Catalano PA, Damm P, Dyer AR, Leiva
A, Hod M, Kitzmiler JL, Lowe LP, McIntyre HD, Oats JJ, Omori Y, Schmidt MI.
International association of diabetes and pregnancy study groups recommendations on the
diagnosis and classification of hyperglycemia in pregnancy. Diabetes Care 2010;33:676-82

91. Omori Y, Jovanovic L. Proposal for the reconsideration of the definition of gestational
diabetes. Diabetes Care 2005;28:2592-3

92. Schaefer UM, Songster G, Xiang A, Berkowitz K, Buchanan TA, Kjos SL. Congenital
malformations in offspring of women with hyperglycemia first detected during pregnancy.
Am J Obstet Gynecol 1997;177:1165-71

93. Feig DS, Razzaq A, Sykora K, Hux JE, Anderson GM. Trends in deliveries, prenatal
care, and obstetrical complications in women with pregestational diabetes: a population-
based study in Ontario, Canada, 1996-2001. Diabetes Care 2006;29:232-5

94. Lawrence JM, Contreras R, Chen W, Sacks DA. Trends in the prevalence of preexisting
diabetes and gestational diabetes mellitus among a racially/ethnically diverse population of
pregnant women, 1999-2005. Diabetes Care 2008;31:899-904

95. World Health Organization. Diagnostic criteria and classification of hyperglycaemia first
detected in pregnancy. 2013; Available at:
http://apps.who.int/iris/bitstream/10665/85975/1/WHO_NMH_MND_13.2_eng.pdf?ua=1.
Accessed 10/03, 2017

96. McIntyre HD, Colagiuri S, Roglic G, Hod M. Diagnosis of GDM: a suggested
consensus. Best Pract Res Clin Obstet Gynaecol 2015;29:194-205

97. Working group set up by the Finnish Medical Society Duodecim, the Finnish Diabetes
Association and the Finnish Society of Obstetrics and Gynaecology. Gestational diabetes
mellitus. Current Care Guidelines. Helsinki: the Finnish Medical Society Duodecim. 2014;
Available at: http://www kaypahoito.fi/web/kh/suositukset/suositus ?id=hoi50068. Accessed
10/04,2017

102



98. Sacks DA, Hadden DR, Maresh M, Deerochanawong C, Dyer AR, Metzger BE, Lowe
LP, Coustan DR, Hod M, Oats JJ, Persson B, Trimble ER, HAPO Study Cooperative
Research Group. Frequency of gestational diabetes mellitus at collaborating centers based on
IADPSG consensus panel-recommended criteria: the Hyperglycemia and Adverse
Pregnancy Outcome (HAPO) Study. Diabetes Care 2012;35:526-8

99. Collier A, Abraham EC, Armstrong J, Godwin J, Monteath K, Lindsay R. Reported
prevalence of gestational diabetes in Scotland: The relationship with obesity, age,
socioeconomic status, smoking and macrosomia, and how many are we missing? J Diabetes
Investig 2017;8:161-7

100. Cypryk K, Szymczak W, Czupryniak L, Sobczak M, Lewinski A. Gestational diabetes
mellitus - an analysis of risk factors. Endokrynol Pol 2008;59:393-7

101. Shirazian N, Emdadi R, Mahboubi M, Motevallian A, Fazel-Sarjuei Z, Sedighpour N,
Fadaki SF, Shahmoradi N. Screening for gestational diabetes: usefulness of clinical risk
factors. Arch Gynecol Obstet 2009;280:933-7

102. Hedderson M, Ehrlich S, Sridhar S, Darbinian J, Moore S, Ferrara A. Racial/ethnic
disparities in the prevalence of gestational diabetes mellitus by BMI. Diabetes Care
2012;35:1492-8

103. Gagnon AJ, McDermott S, Rigol-Chachamovich J, Bandyopadhyay M, Stray-Pedersen
B, Stewart D, ROAM Collaboration. International migration and gestational diabetes
mellitus: a systematic review of the literature and meta-analysis. Paediatr Perinat Epidemiol
2011;25:575-92

104. Jenum AK, Sommer C, Sletner L, Morkrid K, Baerug A, Mosdol A. Adiposity and
hyperglycaemia in pregnancy and related health outcomes in European ethnic minorities of
Asian and African origin: a review. Food Nutr Res 2013;57. doi:10.3402/fnr.v57i0.18889

105. Schwartz N, Nachum Z, Green MS. The prevalence of gestational diabetes mellitus
recurrence--effect of ethnicity and parity: a metaanalysis. Am J Obstet Gynecol
2015;213:310-7

106. Zhang C, Ning Y. Effect of dietary and lifestyle factors on the risk of gestational
diabetes: review of epidemiologic evidence. Am J Clin Nutr 2011;94:1975S-9S

107. Catalano PM, McIntyre HD, Cruickshank JK, McCance DR, Dyer AR, Metzger BE,
Lowe LP, Trimble ER, Coustan DR, Hadden DR, Persson B, Hod M, Oats JJ, HAPO Study
Cooperative Research Group. The hyperglycemia and adverse pregnancy outcome study:
associations of GDM and obesity with pregnancy outcomes. Diabetes Care 2012;35:780-6

108. Farrar D, Simmonds M, Bryant M, Sheldon TA, Tuffnell D, Golder S, Dunne F,
Lawlor DA. Hyperglycaemia and risk of adverse perinatal outcomes: systematic review and
meta-analysis. BMJ 2016;354:i14694. doi:10.1136/bmj.i4694

109. Farrar D, Fairley L, Santorelli G, Tuffnell D, Sheldon TA, Wright J, van Overveld L,
Lawlor DA. Association between hyperglycaemia and adverse perinatal outcomes in south
Asian and white British women: analysis of data from the Born in Bradford cohort. Lancet
Diabetes Endocrinol 2015;3:795-804

103



110. Kim C, Newton KM, Knopp RH. Gestational diabetes and the incidence of type 2
diabetes: a systematic review. Diabetes Care 2002;25:1862-8

111. Varughese GI, Tomson J, Lip GY. Type 2 diabetes mellitus: a cardiovascular
perspective. Int J Clin Pract 2005;59:798-816

112. American Psychiatric Association. What is depression? 2017; Available at:
https://www psychiatry.org/patients-families/depression/what-is-depression. Accessed
01/09,2018

113. American Psychiatric Association. What is postpartum depression? 2017; Available at:
https://www psychiatry.org/patients-families/postpartum-depression/what-is-postpartum-
depression. Accessed 01/09, 2018

114. World Health Organization. Depression. 2017; Available at:
http://www.who.int/mediacentre/factsheets/fs369/en/. Accessed 01/09, 2018

115. Whiteford HA, Degenhardt L, Rehm J, Baxter AJ, Ferrari AJ, Erskine HE, Charlson FJ,
Norman RE, Flaxman AD, Johns N, Burstein R, Murray CJ, Vos T. Global burden of
disease attributable to mental and substance use disorders: findings from the Global Burden
of Disease Study 2010. Lancet 2013;382:1575-86

116. Burt VK, Stein K. Epidemiology of depression throughout the female life cycle. J Clin
Psychiatry 2002;63 Suppl 7:9-15

117. Gavin NI, Gaynes BN, Lohr KN, Meltzer-Brody S, Gartlehner G, Swinson T. Perinatal
depression: a systematic review of prevalence and incidence. Obstet Gynecol
2005;106:1071-83

118. Bennett HA, Einarson A, Taddio A, Koren G, Einarson TR. Prevalence of depression
during pregnancy: systematic review. Obstet Gynecol 2004;103:698-709

119. Centers for Disease Control and Prevention (CDC). Prevalence of self-reported
postpartum depressive symptoms--17 states, 2004-2005. MMWR Morb Mortal Wkly Rep
2008;57:361-6

120. O'Hara MW, Swain AM. Rates and risk of postpartum depression—a meta-analysis. Int
Rev Psychiatry 1996;8:37-54

121. Grigoriadis S, VonderPorten EH, Mamisashvili L, Tomlinson G, Dennis CL, Koren G,
Steiner M, Mousmanis P, Cheung A, Radford K, Martinovic J, Ross LE. The impact of
maternal depression during pregnancy on perinatal outcomes: a systematic review and meta-
analysis. J Clin Psychiatry 2013;74:e321-41

122. Grote NK, Bridge JA, Gavin AR, Melville JL, Iyengar S, Katon WJ. A meta-analysis of
depression during pregnancy and the risk of preterm birth, low birth weight, and intrauterine
growth restriction. Arch Gen Psychiatry 2010;67:1012-24

123. Staneva A, Bogossian F, Pritchard M, Wittkowski A. The effects of maternal
depression, anxiety, and perceived stress during pregnancy on preterm birth: A systematic
review. Women Birth 2015;28:179-93

104



124. Riisdnen S, Lehto SM, Nielsen HS, Gissler M, Kramer MR, Heinonen S. Risk factors
for and perinatal outcomes of major depression during pregnancy: a population-based
analysis during 2002-2010 in Finland. BMJ Open 2014;4:e004883. doi:10.1136/bmjopen-
2014-004883

125. Lahti M, Savolainen K, Tuovinen S, Pesonen AK, Lahti J, Heinonen K, Himé&lainen E,
Laivuori H, Villa PM, Reynolds RM, Kajantie E, Rdikkonen K. Maternal Depressive
Symptoms During and After Pregnancy and Psychiatric Problems in Children. J] Am Acad
Child Adolesc Psychiatry 2017;56:30,39.e7. doi:10.1016/j.jaac.2016.10.007

126. Ngai FW, Ngu SF. Predictors of maternal and paternal depressive symptoms at
postpartum. J Psychosom Res 2015;78:156-61

127. Robertson E, Grace S, Wallington T, Stewart DE. Antenatal risk factors for postpartum
depression: a synthesis of recent literature. Gen Hosp Psychiatry 2004;26:289-95

128. Beck CT. The effects of postpartum depression on maternal-infant interaction: a meta-
analysis. Nurs Res 1995;44:298-304

129. Beck CT. The effects of postpartum depression on child development: a meta-analysis.
Arch Psychiatr Nurs 1998;12:12-20

130. Paulson JF, Bazemore SD. Prenatal and postpartum depression in fathers and its
association with maternal depression: a meta-analysis. JAMA 2010;303:1961-9

131. Brand SR, Brennan PA. Impact of antenatal and postpartum maternal mental illness:
how are the children? Clin Obstet Gynecol 2009;52:441-55

132. Biaggi A, Conroy S, Pawlby S, Pariante CM. Identifying the women at risk of antenatal
anxiety and depression: A systematic review. J Affect Disord 2016;191:62-77

133. Lancaster CA, Gold KJ, Flynn HA, Yoo H, Marcus SM, Davis MM. Risk factors for
depressive symptoms during pregnancy: a systematic review. Am J Obstet Gynecol
2010;202:5-14

134. Luppino FS, de Wit LM, Bouvy PF, Stijnen T, Cuijpers P, Penninx BW, Zitman FG.
Overweight, obesity, and depression: a systematic review and meta-analysis of longitudinal
studies. Arch Gen Psychiatry 2010;67:220-9

135. Katon JG, Russo J, Gavin AR, Melville JL, Katon WJ. Diabetes and depression in
pregnancy: is there an association? J] Womens Health (Larchmt) 2011;20:983-9

136. Langer N, Langer O. Emotional adjustment to diagnosis and intensified treatment of
gestational diabetes. Obstet Gynecol 1994;84:329-34

137. Kim C, Brawarsky P, Jackson RA, Fuentes-Afflick E, Haas JS. Changes in health status
experienced by women with gestational diabetes and pregnancy-induced hypertensive
disorders. ] Womens Health (Larchmt) 2005;14:729-36

105



138. Mautner E, Greimel E, Trutnovsky G, Daghofer F, Egger JW, Lang U. Quality of life
outcomes in pregnancy and postpartum complicated by hypertensive disorders, gestational
diabetes, and preterm birth. J Psychosom Obstet Gynaecol 2009;30:231-7

139. Chazotte C, Freda MC, Elovitz M, Youchah J. Maternal depressive symptoms and
maternal-fetal attachment in gestational diabetes. J] Womens Health 1995;4(4):375-80

140. Byrn M, Penckofer S. The relationship between gestational diabetes and antenatal
depression. J Obstet Gynecol Neonatal Nurs 2015;44:246-55

141. Spirito A, Williams C, Ruggiero L, Bond A, McGarvey ST, Coustan D. Psychological
impact of the diagnosis of gestational diabetes. Obstet Gynecol 1989;73:562-6

142. Sit D, Luther J, Dills JL, Eng H, Wisniewski S, Wisner KL.. Abnormal screening for
gestational diabetes, maternal mood disorder, and preterm birth. Bipolar Disord
2014;16:308-17

143. Bisson M, Series F, Giguere Y, Pamidi S, Kimoff J, Weisnagel SJ, Marc I. Gestational
diabetes mellitus and sleep-disordered breathing. Obstet Gynecol 2014;123:634-41

144. Kozhimannil KB, Pereira MA, Harlow BL. Association between diabetes and perinatal
depression among low-income mothers. JAMA 2009;301:842-7

145. Lydon K, Dunne FP, Owens L, Avalos G, Sarma KM, O'Connor C, Nestor L, McGuire
BE. Psychological stress associated with diabetes during pregnancy: a pilot study. Ir Med J
2012;105:26-8

146. Kolu P, Raitanen J, Luoto R. Physical activity and health-related quality of life during
pregnancy: a secondary analysis of a cluster-randomised trial. Matern Child Health J
2014;18:2098-105

147. Topp CW, Ostergaard SD, Sondergaard S, Bech P. The WHO-5 Well-Being Index: a
systematic review of the literature. Psychother Psychosom 2015;84:167-76

148. Hays RD, Sherbourne CD, Mazel RM. The RAND 36-Item Health Survey 1.0. Health
Econ 1993;2:217-27

149. Ware JE Jr, Gandek B. Overview of the SF-36 Health Survey and the International
Quality of Life Assessment (IQOLA) Project. J Clin Epidemiol 1998;51:903-12

150. Idler EL, Kasl SV. Self-ratings of health: do they also predict change in functional
ability? J Gerontol B Psychol Sci Soc Sci 1995;50:S344-53

151. Miilunpalo S, Vuori I, Oja P, Pasanen M, Urponen H. Self-rated health status as a
health measure: the predictive value of self-reported health status on the use of physician
services and on mortality in the working-age population. J Clin Epidemiol 1997;50:517-28

152. Valadares AL, Machado VS, Costa-Paiva LS, de Sousa MH, Pinto-Neto AM. Factors

associated with the age of the onset of diabetes in women aged 50 years or more: a
population-based study. BMJ Open 2014;4:e004838. doi: 10.1136/bmjopen-2014-004838

106



153. Wennberg P, Rolandsson O, van der ADL, Spijkerman AM, Kaaks R, Boeing H, Feller
S, Bergmann MM, Langenberg C, Sharp SJ, Forouhi N, Riboli E, Wareham N. Self-rated
health and type 2 diabetes risk in the European Prospective Investigation into Cancer and
Nutrition-InterAct study: a case-cohort study. BMJ Open 2013;3:€002436.
doi:10.1136/bmjopen-2012-002436

154. Lundberg O, Manderbacka K. Assessing reliability of a measure of self-rated health.
Scand J Soc Med 1996;24:218-24

155. Martikainen P, Aromaa A, Heliovaara M, Klaukka T, Knekt P, Maatela J, Lahelma E.
Reliability of perceived health by sex and age. Soc Sci Med 1999;48:1117-22

156. Benyamini Y, Idler EL, Leventhal H, Leventhal EA. Positive affect and function as
influences on self-assessments of health: expanding our view beyond illness and disability. J
Gerontol B Psychol Sci Soc Sci 2000;55:P107-16

157. Goldman N, Glei DA, Chang MC. The role of clinical risk factors in understanding
self-rated health. Ann Epidemiol 2004;14:49-57

158. Haas JS, Jackson RA, Fuentes-Afflick E, Stewart AL, Dean ML, Brawarsky P, Escobar
GJ. Changes in the health status of women during and after pregnancy. J Gen Intern Med
2005;20:45-51

159. Schytt E, Hildingsson I. Physical and emotional self-rated health among Swedish
women and men during pregnancy and the first year of parenthood. Sex Reprod Healthc
2011;2:57-64

160. Amador N, Juarez JM, Guizar JM, Linares B. Quality of life in obese pregnant women:
a longitudinal study. Am J Obstet Gynecol 2008;198:203.e1-5

161. Feig DS, Chen E, Naylor CD. Self-perceived health status of women three to five years
after the diagnosis of gestational diabetes: a survey of cases and matched controls. Am J
Obstet Gynecol 1998;178:386-93

162. Kieffer EC, Sinco B, Kim C. Health behaviors among women of reproductive age with
and without a history of gestational diabetes mellitus. Diabetes Care 2006;29:1788-93

163. Rumbold AR, Crowther CA. Women's experiences of being screened for gestational
diabetes mellitus. Aust N Z J Obstet Gynaecol 2002;42:131-7

164. Persson M, Winkvist A, Mogren 1. Lifestyle and health status in a sample of Swedish
women four years after pregnancy: a comparison of women with a history of normal
pregnancy and women with a history of gestational diabetes mellitus. BMC Pregnancy
Childbirth 2015;15:57. doi:10.1186/s12884-015-0487-2

165. Vagetti GC, Barbosa Filho VC, Moreira NB, Oliveira V, Mazzardo O, Campos W.

Association between physical activity and quality of life in the elderly: a systematic review,
2000-2012. Rev Bras Psiquiatr 2014;36:76-88

107



166. Tessier S, Vuillemin A, Bertrais S, Boini S, Le Bihan E, Oppert JM, Hercberg S,
Guillemin F, Briancon S. Association between leisure-time physical activity and health-
related quality of life changes over time. Prev Med 2007;44:202-8

167. Wendel-Vos GC, Schuit AJ, Tijhuis MA, Kromhout D. Leisure time physical activity
and health-related quality of life: cross-sectional and longitudinal associations. Qual Life
Res 2004;13:667-77

168. Vallim AL, Osis MJ, Cecatti JG, Baciuk EP, Silveira C, Cavalcante SR. Water
exercises and quality of life during pregnancy. Reprod Health 2011;8:14. doi:10.1186/1742-
4755-8-14

169. Tendais I, Figueiredo B, Mota J, Conde A. Physical activity, health-related quality of
life and depression during pregnancy. Cad Saude Publica 2011;27:219-28

170. Haskell WL, Leon AS, Caspersen CJ, Froelicher VF, Hagberg JM, Harlan W, Holloszy
JO, Regensteiner JG, Thompson PD, Washburn RA. Cardiovascular benefits and assessment
of physical activity and physical fitness in adults. Med Sci Sports Exerc 1992;24:5S201-20

171. Clennin MN, Payne JP, Rienzi EG, Lavie CJ, Blair SN, Pate RR, Sui X. Association
between Cardiorespiratory Fitness and Health-Related Quality of Life among Patients at
Risk for Cardiovascular Disease in Uruguay. PLoS One 2015;10:e0123989.
doi:10.1371/journal.pone.0123989

172. Sloan RA, Sawada SS, Martin CK, Church T, Blair SN. Associations between
cardiorespiratory fitness and health-related quality of life. Health Qual Life Outcomes
2009;7:47. doi: 10.1186/1477-7525-7-47

173. Hikkinen A, Rinne M, Vasankari T, Santtila M, Hikkinen K, Kyr6ldinen H.
Association of physical fitness with health-related quality of life in Finnish young men.
Health Qual Life Outcomes 2010;8:15. doi:10.1186/1477-7525-8-15

174. Munguia-Izquierdo D, Santalla A, Lucia A. Cardiorespiratory fitness, physical activity,
and quality of life in patients with McArdle disease. Med Sci Sports Exerc 2015;47:799-808

175. Lindholm E, Brevinge H, Bergh CH, Korner U, Lundholm K. Relationships between
self-reported health related quality of life and measures of standardized exercise capacity
and metabolic efficiency in a middle-aged and aged healthy population. Qual Life Res
2003;12:575-82

176. Bennett WL, Ouyang P, Wu AW, Barone BB, Stewart KJ. Fatness and fitness: how do
they influence health-related quality of life in type 2 diabetes mellitus? Health Qual Life
Outcomes 2008;6:110. doi:10.1186/1477-7525-6-110

177. Shepherd E, Gomersall JC, Tieu J, Han S, Crowther CA, Middleton P. Combined diet
and exercise interventions for preventing gestational diabetes mellitus. Cochrane Database
Syst Rev 2017;11:CD010443

178. Brown J, Alwan NA, West J, Brown S, McKinlay CJ, Farrar D, Crowther CA. Lifestyle
interventions for the treatment of women with gestational diabetes. Cochrane Database Syst
Rev 2017;5:CD011970

108



179. Brown J, Ceysens G, Boulvain M. Exercise for pregnant women with gestational
diabetes for improving maternal and fetal outcomes. Cochrane Database Syst Rev
2017;6:CD012202

180. Harrison AL, Shields N, Taylor NF, Frawley HC. Exercise improves glycaemic control
in women diagnosed with gestational diabetes mellitus: a systematic review. J Physiother
2016;62:188-96

181. Montoya Arizabaleta AV, Orozco Buitrago L, Aguilar de Plata AC, Mosquera
Escudero M, Ramirez-Velez R. Aerobic exercise during pregnancy improves health-related
quality of life: a randomised trial. J Physiother 2010;56:253-8

182. Nascimento SL, Surita FG, Parpinelli MA, Siani S, Pinto e Silva JL. The effect of an
antenatal physical exercise programme on maternal/perinatal outcomes and quality of life in
overweight and obese pregnant women: a randomised clinical trial. BJOG 2011;118:1455-
63

183. Gustafsson MK, Stafne SN, Romundstad PR, Morkved S, Salvesen K, Helvik AS. The
effects of an exercise programme during pregnancy on health-related quality of life in
pregnant women: a Norwegian randomised controlled trial. BIOG 2016;123:1152-60

184. Barakat R, Pelaez M, Montejo R, Luaces M, Zakynthinaki M. Exercise during
pregnancy improves maternal health perception: a randomized controlled trial. Am J Obstet
Gynecol 2011;204:402.e1-7. doi:10.1016/j.ajog.2011.01.043

185. Bain E, Crane M, Tieu J, Han S, Crowther CA, Middleton P. Diet and exercise
interventions for preventing gestational diabetes mellitus. Cochrane Database Syst Rev
2015;4:CD010443

186. Poston L, Briley AL, Barr S, Bell R, Croker H, Coxon K, Essex HN, Hunt C, Hayes L,
Howard LM, Khazaezadeh N, Kinnunen T, Nelson SM, Oteng-Ntim E, Robson SC, Sattar
N, Seed PT, Wardle J, Sanders TA, Sandall J. Developing a complex intervention for diet
and activity behaviour change in obese pregnant women (the UPBEAT trial); assessment of
behavioural change and process evaluation in a pilot randomised controlled trial. BMC
Pregnancy Childbirth 2013;13:148. doi:10.1186/1471-2393-13-148

187. Phelan S, Phipps MG, Abrams B, Darroch F, Grantham K, Schaffner A, Wing RR.
Does behavioral intervention in pregnancy reduce postpartum weight retention? Twelve-
month outcomes of the Fit for Delivery randomized trial. Am J Clin Nutr 2014;99:302-11

188. Moher D, Shamseer L, Clarke M, Ghersi D, Liberati A, Petticrew M, Shekelle P,
Stewart LA, PRISMA-P Group. Preferred reporting items for systematic review and meta-
analysis protocols (PRISMA-P) 2015 statement. Syst Rev 2015;4:1. doi: 10.1186/2046-
4053-4-1

189. Koivusalo SB, Ron6 K, Klemetti MM, Roine RP, Lindstrom J, Erkkola M, Kaaja RJ,
Poyhonen-Alho M, Tiitinen A, Huvinen E, Andersson S, Laivuori H, Valkama A, Meinild J,
Kautiainen H, Eriksson JG, Stach-Lempinen B. Gestational Diabetes Mellitus Can Be
Prevented by Lifestyle Intervention: The Finnish Gestational Diabetes Prevention Study
(RADIEL): A Randomized Controlled Trial. Diabetes Care 2016;39:24-30

109



190. Sahrakorpi N, Koivusalo SB, Eriksson JG, Kautiainen H, Stach-Lempinen B, Roine
RP. Perceived Financial Satisfaction, Health Related Quality of Life and depressive
Symptoms in Early Pregnancy. Matern Child Health J 2017;21:1493-9

191. Sahrakorpi N, Koivusalo SB, Stach-Lempinen B, Eriksson JG, Kautiainen H, Roine
RP. "The Burden of Pregnancy"; heavier for the heaviest? The changes in Health Related
Quality of Life (HRQoL) assessed by the 15D instrument during pregnancy and postpartum
in different body mass index groups: a longitudinal survey. Acta Obstet Gynecol Scand
2017;96:352-8

192. Becker W, Lyhne N, Pedersen A, N., Aro A, Fogelholm M, Phorsdottir I, Alexander J,
Anderssen S, A., Meltzer H, M., Pedersen J, I. Nordic Nutrition Recommendations 2004 -
integrating nutrition and physical activity. Scand J Nutr 2004;48:178-87

193. Committee on Obstetric Practice. ACOG committee opinion. Exercise during
pregnancy and the postpartum period. Number 267, January 2002. American College of
Obstetricians and Gynecologists. Int J Gynaecol Obstet 2002;77:79-81

194. Valkama AJ, Meinild J, Koivusalo S, Lindstréom J, R6n6 K, Stach-Lempinen B,
Kautiainen H, Eriksson JG. The effect of pre-pregnancy lifestyle counselling on food intakes
and association between food intakes and gestational diabetes in high-risk women: results
from a randomised controlled trial. J Hum Nutr Diet 2018. doi: 10.1111/jhn.12547

195. Huvinen E, Koivusalo SB, Meinilé J, Valkama A, Tiitinen A, Ron6 K, Stach-Lempinen
B, Eriksson JG. Effects of a Lifestyle Intervention During Pregnancy and First Postpartum
Year - Findings from the RADIEL study. J Clin Endocrinol Metab 2018. doi:
10.1210/jc.2017-02477

196. Cox JL, Holden JM, Sagovsky R. Detection of postnatal depression. Development of
the 10-item Edinburgh Postnatal Depression Scale. Br J Psychiatry 1987;150:782-6

197. Bergink V, Kooistra L, Lambregtse-van den Berg MP, Wijnen H, Bunevicius R, van
Baar A, Pop V. Validation of the Edinburgh Depression Scale during pregnancy. J
Psychosom Res 2011;70:385-9

198. Bunevicius A, Kusminskas L, Pop VJ, Pedersen CA, Bunevicius R. Screening for
antenatal depression with the Edinburgh Depression Scale. J Psychosom Obstet Gynaecol
2009;30:238-43

199. Rubertsson C, Borjesson K, Berglund A, Josefsson A, Sydsjo G. The Swedish
validation of Edinburgh Postnatal Depression Scale (EPDS) during pregnancy. Nord J
Psychiatry 2011;65:414-8

200. Shvartz E, Reibold RC. Aerobic fitness norms for males and females aged 6 to 75
years: a review. Aviat Space Environ Med 1990;61:3-11

201. Bray SR, Born HA. Transition to university and vigorous physical activity:
implications for health and psychological well-being. J Am Coll Health 2004;52:181-8

202. Butler SM, Black DR, Blue CL, Gretebeck RJ. Change in diet, physical activity, and
body weight in female college freshman. Am J Health Behav 2004;28:24-32

110



203. Pullman AW, Masters RC, Zalot LC, Carde LE, Saraiva MM, Dam Y'Y, Randall
Simpson JA, Duncan AM. Effect of the transition from high school to university on
anthropometric and lifestyle variables in males. Appl Physiol Nutr Metab 2009;34:162-71

204. Racette SB, Deusinger SS, Strube MJ, Highstein GR, Deusinger RH. Weight changes,
exercise, and dietary patterns during freshman and sophomore years of college. J Am Coll
Health 2005;53:245-51

205. Hull EE, Rofey DL, Robertson RJ, Nagle EF, Otto AD, Aaron DJ. Influence of
marriage and parenthood on physical activity: a 2-year prospective analysis. J Phys Act
Health 2010;7:577-83

206. Brown WJ, Trost SG. Life transitions and changing physical activity patterns in young
women. Am J Prev Med 2003;25:140-3

207. Brown WJ, Heesch KC, Miller YD. Life events and changing physical activity patterns
in women at different life stages. Ann Behav Med 2009;37:294-305

208. Eng PM, Kawachi I, Fitzmaurice G, Rimm EB. Effects of marital transitions on
changes in dietary and other health behaviours in US male health professionals. J Epidemiol
Community Health 2005;59:56-62

209. Wilcox S, Evenson KR, Aragaki A, Wassertheil-Smoller S, Mouton CP, Loevinger BL.
The effects of widowhood on physical and mental health, health behaviors, and health
outcomes: The Women's Health Initiative. Health Psychol 2003;22:513-22

210. Ho JE, Paultre F, Mosca L. Lifestyle changes in New Yorkers after September 11, 2001
(data from the Post-Disaster Heart Attack Prevention Program). Am J Cardiol 2002;90:680-
2

211. Evenson KR, Rosamond WD, Cai J, Diez-Roux AV, Brancati FL, Atherosclerosis Risk
In Communities Study Investigators. Influence of retirement on leisure-time physical
activity: the atherosclerosis risk in communities study. Am J Epidemiol 2002;155:692-9

212. Henkens K, van Solinge H, Gallo WT. Effects of retirement voluntariness on changes
in smoking, drinking and physical activity among Dutch older workers. Eur J Public Health
2008;18:644-9

213. Lahti J, Laaksonen M, Lahelma E, Rahkonen O. Changes in leisure-time physical
activity after transition to retirement: a follow-up study. Int J Behav Nutr Phys Act
2011;8:36. doi:10.1186/1479-5868-8-36

214. Sjosten N, Kiviméki M, Singh-Manoux A, Ferrie JE, Goldberg M, Zins M, Pentti J,
Westerlund H, Vahtera J. Change in physical activity and weight in relation to retirement:
the French GAZEL Cohort Study. BMJ Open 2012;2:e000522. doi:10.1136/bmjopen-2011-
000522

215. Touvier M, Bertrais S, Charreire H, Vergnaud AC, Hercberg S, Oppert JM. Changes in
leisure-time physical activity and sedentary behaviour at retirement: a prospective study in
middle-aged French subjects. Int J] Behav Nutr Phys Act 2010;7:14. doi:10.1186/1479-5868-
7-14

111



216. Slingerland AS, van Lenthe FJ, Jukema JW, Kamphuis CB, Looman C, Giskes K,
Huisman M, Narayan KM, Mackenbach JP, Brug J. Aging, retirement, and changes in
physical activity: prospective cohort findings from the GLOBE study. Am J Epidemiol
2007;165:1356-63

217.Bell S, Lee C. Emerging adulthood and patterns of physical activity among young
Australian women. Int J Behav Med 2005;12:227-35

218. Albright C, Maddock JE, Nigg CR. Physical activity before pregnancy and following
childbirth in a multiethnic sample of healthy women in Hawaii. Women Health 2005;42:95-
110

219. Symons Downs D, Hausenblas HA. Women's exercise beliefs and behaviors during
their pregnancy and postpartum. J Midwifery Womens Health 2004;49:138-44

220. Pereira MA, Rifas-Shiman SL, Kleinman KP, Rich-Edwards JW, Peterson KE, Gillman
MW. Predictors of change in physical activity during and after pregnancy: Project Viva. Am
J Prev Med 2007;32:312-9

221. Wilcox S, King AC. The effects of life events and interpersonal loss on exercise
adherence in older adults. J Aging Phys Activity 2004;12:117-30

222. Oman RF, King AC. The effect of life events and exercise program format on the
adoption and maintenance of exercise behavior. Health Psychol 2000;19:605-12

223. Lee S, Cho E, Grodstein F, Kawachi I, Hu FB, Colditz GA. Effects of marital
transitions on changes in dietary and other health behaviours in US women. Int J Epidemiol
2005;34:69-78

224. King AC, Kiernan M, Ahn DK, Wilcox S. The effects of marital transitions on changes
in physical activity: results from a 10-year community study. Ann Behav Med 1998;20:64-9

225. Schmitz K, French SA, Jeffery RW. Correlates of changes in leisure time physical
activity over 2 years: the Healthy Worker Project. Prev Med 1997;26:570-9

226. Umberson D. Gender, marital status and the social control of health behavior. Soc Sci
Med 1992;34:907-17

227. Treuth MS, Butte NF, Puyau M. Pregnancy-related changes in physical activity, fitness,
and strength. Med Sci Sports Exerc 2005;37:832-7

228. Blum JW, Beaudoin CM, Caton-Lemos L. Physical activity patterns and maternal well-
being in postpartum women. Matern Child Health J 2004;8:163-9

229. Amezcua-Prieto C, Olmedo-Requena R, Jimenez-Mejias E, Hurtado-Sanchez F,
Mozas-Moreno J, Lardelli-Claret P, Jimenez-Moleon JJ. Changes in leisure time physical
activity during pregnancy compared to the prior year. Matern Child Health J 2013;17:632-8

230. Coll C, Domingues M, Santos I, Matijasevich A, Horta BL, Hallal PC. Changes in
Leisure-Time Physical Activity From the Prepregnancy to the Postpartum Period: 2004
Pelotas (Brazil) Birth Cohort Study. J Phys Act Health 2016;13:361-5

112



231. Hegaard HK, Damm P, Hedegaard M, Henriksen TB, Ottesen B, Dykes AK,
Kjaergaard H. Sports and leisure time physical activity during pregnancy in nulliparous
women. Matern Child Health J 2011;15:806-13

232. Liu J, Blair SN, Teng Y, Ness AR, Lawlor DA, Riddoch C. Physical activity during
pregnancy in a prospective cohort of British women: results from the Avon longitudinal
study of parents and children. Eur J Epidemiol 2011;26:237-47

233. Lynch KE, Landsbaugh JR, Whitcomb BW, Pekow P, Markenson G, Chasan-Taber L.
Physical activity of pregnant Hispanic women. Am J Prev Med 2012;43:434-9

234. Merkx A, Ausems M, Bude L, de Vries R, Nieuwenhuijze MJ. Factors affecting
perceived change in physical activity in pregnancy. Midwifery 2017;51:16-23

235. Nascimento SL, Surita FG, Godoy AC, Kasawara KT, Morais SS. Physical Activity
Patterns and Factors Related to Exercise during Pregnancy: A Cross Sectional Study. PLoS
One 2015;10:e0128953

236. Physical Activity Guidelines Advisory Committee. Physical Activity Guidelines
Advisory Committee Report, 2008. Washington, DC: U.S. Department of Health and
Human Services, 2008.

237. Meinild J, Valkama A, Koivusalo SB, Stach-Lempinen B, Lindstrém J, Kautiainen H,
Eriksson JG, Erkkola M. Healthy Food Intake Index (HFII) - Validity and reproducibility in
a gestational-diabetes-risk population. BMC Public Health 2016;16:680. doi:
10.1186/s12889-016-3303-7

238. Ortega FB, Brown WJ, Lee DC, Baruth M, Sui X, Blair SN. In fitness and health? A
prospective study of changes in marital status and fitness in men and women. Am J
Epidemiol 2011;173:337-44

239. Barnett I, van Sluijs EM, Ogilvie D. Physical activity and transitioning to retirement: a
systematic review. Am J Prev Med 2012;43:329-36

240. Barnett I, van Sluijs E, Ogilvie D, Wareham NIJ. Changes in household, transport and
recreational physical activity and television viewing time across the transition to retirement:
longitudinal evidence from the EPIC-Norfolk cohort. J Epidemiol Community Health
2014;68:747-53

241. Godfrey A, Lord S, Galna B, Mathers JC, Burn DJ, Rochester L. The association
between retirement and age on physical activity in older adults. Age Ageing 2014;43:386-93

242. Condello G, Puggina A, Aleksovska K, Buck C, Burns C, Cardon G, Carlin A, Simon
C, Ciarapica D, Coppinger T, Cortis C, D'Haese S, De Craemer M, Di Blasio A, Hansen S,
Tacoviello L, Issartel J, Izzicupo P, Jaeschke L, Kanning M, Kennedy A, Ling FCM, Luzak
A, Napolitano G, Nazare JA, Perchoux C, Pesce C, Pischon T, Polito A, Sannella A, Schulz
H, Sohun R, Steinbrecher A, Schlicht W, Ricciardi W, MacDonncha C, Capranica L, Boccia
S, DEDIPAC consortium. Behavioral determinants of physical activity across the life
course: a "DEterminants of Dlet and Physical ACtivity" (DEDIPAC) umbrella systematic
literature review. Int J Behav Nutr Phys Act 2017;14:58. doi:10.1186/s12966-017-0510-2

113



243. O'Donoghue G, Perchoux C, Mensah K, Lakerveld J, van der Ploeg H, Bernaards C,
Chastin SF, Simon C, O'Gorman D, Nazare JA, DEDIPAC Consortium. A systematic
review of correlates of sedentary behaviour in adults aged 18-65 years: a socio-ecological
approach. BMC Public Health 2016;16:163. doi:10.1186/s12889-016-2841-3

244 . Poudevigne MS, O'Connor PJ. A review of physical activity patterns in pregnant
women and their relationship to psychological health. Sports Med 2006;36:19-38

245. Gaston A, Cramp A. Exercise during pregnancy: a review of patterns and determinants.
J Sci Med Sport 2011;14:299-305

246. Abbasi M, Van der Akker O. A systematic review of changes in women’s physical
activity before and during pregnancy and the postnatal period. J Rebrod Infat Psyc
2015;33:325-58

247. Borodulin K, Evenson KR, Herring AH. Physical activity patterns during pregnancy
through postpartum. BMC Womens Health 2009;9:32. d0i:10.1186/1472-6874-9-32

248. Conway MR, Marshall MR, Schlaff RA, Pfeiffer KA, Pivarnik JM. Physical Activity
Device Reliability and Validity during Pregnancy and Postpartum. Med Sci Sports Exerc
2017 doi:10.1249/MSS.0000000000001469

249. Rousham EK, Clarke PE, Gross H. Significant changes in physical activity among
pregnant women in the UK as assessed by accelerometry and self-reported activity. Eur J
Clin Nutr 2006;60:393-400

250. Fazzi C, Saunders DH, Linton K, Norman JE, Reynolds RM. Sedentary behaviours
during pregnancy: a systematic review. Int J Behav Nutr Phys Act 2017;14:32.
doi:10.1186/s12966-017-0485-z

251. Kirke AB, Evans SF, Walters BN. Gestational diabetes in a rural, regional centre in
south Western Australia: predictors of risk. Rural Remote Health 2014;14:2667

252. Hinkle SN, Buck Louis GM, Rawal S, Zhu Y, Albert PS, Zhang C. A longitudinal
study of depression and gestational diabetes in pregnancy and the postpartum period.
Diabetologia 2016;59:2594-602

253. Ross GP, Falhammar H, Chen R, Barraclough H, Kleivenes O, Gallen I. Relationship
between depression and diabetes in pregnancy: A systematic review. World J Diabetes
2016;7:554-71

254. Vancampfort D, Hagemann N, Wyckaert S, Rosenbaum S, Stubbs B, Firth J, Schuch
FB, Probst M, Sienaert P. Higher cardio-respiratory fitness is associated with increased
mental and physical quality of life in people with bipolar disorder: A controlled pilot study.
Psychiatry Res 2017;256:219-24

255. Pedersen BK, Saltin B. Exercise as medicine - evidence for prescribing exercise as
therapy in 26 different chronic diseases. Scand J Med Sci Sports 2015;25 Suppl 3:1-72

256. Luoto R, Kinnunen TI, Aittasalo M, Kolu P, Raitanen J, Ojala K, Mansikkamaiki K,
Lamberg S, Vasankari T, Komulainen T, Tulokas S. Primary prevention of gestational

114



diabetes mellitus and large-for-gestational-age newborns by lifestyle counseling: a cluster-
randomized controlled trial. PLoS Med 2011;8:¢1001036.
doi:10.1371/journal.pmed.1001036

257. Dodd JM, Newman A, Moran LJ, Deussen AR, Grivell RM, Yelland LN, Crowther
CA, McPhee AJ, Wittert G, Owens JA, Turnbull D, Robinson JS, LIMIT Randomised Trial
Group. The effect of antenatal dietary and lifestyle advice for women who are overweight or
obese on emotional well-being: the LIMIT randomized trial. Acta Obstet Gynecol Scand
2016;95:309-18

258. Dodd JM, Cramp C, Sui Z, Yelland LN, Deussen AR, Grivell RM, Moran LJ, Crowther
CA, Turnbull D, McPhee AJ, Wittert G, Owens JA, Robinson JS, LIMIT Randomised Trial
Group. The effects of antenatal dietary and lifestyle advice for women who are overweight
or obese on maternal diet and physical activity: the LIMIT randomised trial. BMC Med
2014;12:161. doi:10.1186/s12916-014-0161-y

259. Aittasalo M, Raitanen J, Kinnunen TI, Ojala K, Kolu P, Luoto R. Is intensive
counseling in maternity care feasible and effective in promoting physical activity among
women at risk for gestational diabetes? Secondary analysis of a cluster randomized NELLI
study in Finland. Int J Behav Nutr Phys Act 2012;9:104. doi:10.1186/1479-5868-9-104

260. Aspenes ST, Nilsen TI, Skaug EA, Bertheussen GF, Ellingsen O, Vatten L, Wisloff U.
Peak oxygen uptake and cardiovascular risk factors in 4631 healthy women and men. Med
Sci Sports Exerc 2011;43:1465-73

261. Leppanen M, Aittasalo M, Raitanen J, Kinnunen TI, Kujala UM, Luoto R. Physical
activity during pregnancy: predictors of change, perceived support and barriers among
women at increased risk of gestational diabetes. Matern Child Health J 2014;18:2158-66

262. Stafne SN, Salvesen KA, Romundstad PR, Eggebo TM, Carlsen SM, Morkved S.
Regular exercise during pregnancy to prevent gestational diabetes: a randomized controlled
trial. Obstet Gynecol 2012;119:29-36

263. Christian LM, lams J, Porter K, Leblebicioglu B. Self-rated health among pregnant
women: associations with objective health indicators, psychological functioning, and serum
inflammatory markers. Ann Behav Med 2013;46:295-309

264. Eastwood JG, Phung H, Barnett B. Postnatal depression and socio-demographic risk:
factors associated with Edinburgh Depression Scale scores in a metropolitan area of New
South Wales, Australia. Aust N Z J Psychiatry 2011;45:1040-6

265. Eurenius E, Lindkvist M, Sundqvist M, Ivarsson A, Mogren 1. Maternal and paternal
self-rated health and BMI in relation to lifestyle in early pregnancy: the Salut Programme in
Sweden. Scand J Public Health 2011;39:730-41

266. Lundahl B, Kunz C, Brownell C, Tollefson D, Burke B. A meta-analysis of
Motivational Interviewing: twenty-five years of empirical studies. Res Soc Work Pract
2010:137-60

267. Absetz P, Hankonen N. Support of lifestyle modifications in health care: effectiveness
and means. Duodecim 2011;127:2265-72

115



268. Brodie DA, Inoue A, Shaw DG. Motivational interviewing to change quality of life for
people with chronic heart failure: a randomised controlled trial. Int J Nurs Stud
2008;45:489-500

269. Sattler MC, Jelsma JGM, Bogaerts A, Simmons D, Desoye G, Corcoy R, Adelantado
JM, Kautzky-Willer A, Harreiter J, van Assche FA, Devlieger R, Jans G, Galjaard S, Hill D,
Damm P, Mathiesen ER, Wender-Ozegowska E, Zawiejska A, Blumska K, Lapolla A,
Dalfra MG, Bertolotto A, Dunne F, Jensen DM, Andersen LLT, Snoek FJ, van Poppel
MNM. Correlates of poor mental health in early pregnancy in obese European women. BMC
Pregnancy Childbirth 2017;17:404. doi:10.1186/s12884-017-1595-y

270. Morrison C, McCook JG, Bailey BA. First trimester depression scores predict
development of gestational diabetes mellitus in pregnant rural Appalachian women. J
Psychosom Obstet Gynaecol 2016;37:21-5

271. Braunholtz DA, Edwards SJ, Lilford RJ. Are randomized clinical trials good for us (in
the short term)? Evidence for a "trial effect". J Clin Epidemiol 2001;54:217-24

272. Murto J, Kaikkonen R, Pentala-Nikulainen O, Koskela T, Virtala E, Héarkdnen T, et al.
The Regional Health and Well-being Study [Aikuisten terveys-, hyvinvointi- ja
palvelututkimus ATH:n perustulokset 2010-2017]. National Institute for Health and Welfare
(THL). 2017; Available at: http://www.terveytemme.fi/ath/tampere-raisio/index.html.
Accessed 12/15,2017

273. Nelson TF, Gortmaker SL, Subramanian SV, Wechsler H. Vigorous physical activity
among college students in the United States. J Phys Act Health 2007;4:495-508

274.Zsolt S, Zsofia M, Janos M, Andreas P, Andras P, Ildiko V, Ng N, Kumagai S. Changes

over four years in body composition and oxygen uptake of young adult males after
university graduation. J Physiol Anthropol 2007;26:437-41

116



Recent Publications in this Series

5/2018 Maria Lume

Cellular Regulation of Glial Cell Line-Derived Neurotrophic Factor
6/2018 Jinghua Gui

BMP/Dpp Signaling and Epithelial Morphogenesis in Drosophila Development

7/2018 Petra Tauscher

Post-translational Regulation of TGF-f3 Signaling in Drosophila Development

8/2018 Agnieszka Szwajda

Bioinformatic Identification of Disease Driver Networks Using Functional Profiling Data
9/2018 Kart Mitlik

Altering the 3’UTR to Increase Endogenous GDNF and BDNF Expression

10/2018 Arjen Gebraad

Tissue Engineering Approaches for the Treatment of Degenerated Intervertebral Discs
11/2018 Leena Arpalahti

The Proteasome-Associated Deubiquitinase UCHL5/UBH-4 in Proteasome Modulation and
as a Prognostic Marker in Gastrointestinal Cancers

12/2018 Tiina Mattila

Airway Obstruction and Mortality

13/2018 Lauri Jouhi

Oropharyngael Cancer: Changing Management and the Role of Toll-like Receptors
14/2018 Jukka Saarinen

Non-linear Label-free Optical Imaging of Cells, Nanocrystal Cellular Uptake and Solid-State
Analysis in Pharmaceutics

15/2018 Olena Santangeli

Sleep and Depression: Developmental and Molecular Mechanisms

16/2018 Shadia Rask

Diversity and Health in the Population: Findings on Russian, Somali and Kurdish Origin
Populations in Finland

17/2018 Richa Gupta

Association and Interplay of Genetic and Epigenetic Variants in Smoking Behavior
18/2018 Patrick Vingadas Almeida

Multifunctional Porous Silicon Based Nanocomposites for Cancer Targeting and Drug Delivery
19/2018 Lena Sjoberg

Reproductive Health in Women with Childhood-onset Type 1 Diabetes in Finland

20/2018 Perttu Piivio Salo

Studies on the Genetics of Heart Failure

21/2018 Andrew Erickson

In Search of Improved Outcome Prediction of Prostate Cancer — A Biological and Clinical
Approach

22/2018 Imrul Faisal

Genetic Regulation of Mammalian Spermatogenesis - Studies of USF1
and MAD2

23/2018 Katja Wikstrom

Socioeconomic Differences in the Development and Prevention of Type 2
Diabetes: Focus on Education and Lifestyle

24/2018 Laura Ollila

Genotype-Phenotype Correlations in Dilated Cardiomyopathy

OEEJAD

Helsinki 2018 ISSN 2342-3161 ISBN 978-951-51-4262-7






