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ABSTRACT

According to the World Health Organization, dementia and cognitive deficits are
major global health and social care challenges in the 21% century. As the population
ages, the need for preventive means against cognitive deficits becomes crucial. The
risk of cognitive deficits is influenced by e.g., cardiovascular risk factors, which may
begin to exert their influence decades before any detectable cognitive symptoms.

This thesis aims to close the existing knowledge gap on the association between
the cardiovascular risk factors since childhood and cognitive performance in midlife.
The specific aim is to study how 1) physical activity accumulation since childhood;
2) blood pressure, serum lipids, obesity, and their accumulation since childhood; and
3) serum creatinine since adulthood are associated with cognitive performance.

This thesis is a part of the prospective population-based Cardiovascular Risk in
Young Finns Study that focuses on cardiovascular risk factors from childhood to
adulthood with a follow-up time of over 30 years. The baseline study was conducted
in 1980, with 3,596 randomly selected boys and girls aged between three and 18
participating in clinical examinations. The follow-up studies were conducted in
three- to nine-year intervals. In the follow-up study conducted in 2011, the cognitive
performance of 2,026 subjects aged between 34 and 49 was assessed using
computerized cognitive testing.

In this thesis, low physical activity, high blood pressure, elevated total
cholesterol and LDL cholesterol, and overweight and obesity since childhood and
low serum creatinine since adulthood were observed to be associated with poorer
cognitive performance in midlife. Especially, cardiovascular risk factor
accumulation (blood pressure, total cholesterol, and obesity) was observed to be
associated with poorer cognitive performance in a dose-responsive manner.

If these associations turn out to be causal, the observations can be utilized for
aiming to better cognitive health in adulthood by targeting preventive means against
cardiovascular risk factors already in childhood and adolescence. Hence, those
individuals with a worse cardiovascular risk factor profile since childhood might
especially benefit from, for example, adopting healthier lifestyle.

KEYWORDS: Cognitive performance, risk factors, longitudinal study, population
study



TURUN YLIOPISTO

Laaketieteellinen tiedekunta

Kardiologia ja kardiovaskulaariladketiede

Sydantutkimuskeskus ja Vaestotutkimuskeskus

JUUSO HAKALA: Sydan- ja verisuonisairauksien riskitekijat lapsuudesta
alkaen ja kognitiivinen toiminta keski-idssa: Lasten Sepelvaltimotaudin
Riskitekijat -tutkimus

Vaitoskirja, 192 s.

Turun kliininen tohtoriohjelma, Toukokuu 2022

TIVISTELMA

Maailman terveysjérjeston WHO:n mukaan kognitiivisen toiminnan heikentyminen
on yksi suurimpia sosiaali- ja terveydenhuollon haasteita 2000-luvulla. Ikdantyvéin
vaeston myoté tarve toimille kognitiivisen toiminnan heikentymisen ehkéisemiseksi
kasvaa. Kognitiivisen toiminnan heikentymisen riskiin vaikuttavat mm. sydéin- ja
verisuonisairauksien riskitekijét, jotka saattavat alkaa vaikuttaa jopa vuosikymmenié
ennen havaittavien kognitiivisten oireiden ilmenemista.

Viitoskirjatutkimuksen tavoitteena on tutkia mahdollisesti jo lapsuudesta alkaen
vaikuttavien sydén- ja verisuonisairauksien riskitekijoiden yhteyksid kognitiiviseen
toimintaan keski-i4ssd. Tavoitteena on selvittdd miten lapsuudesta alkaen 1) kertynyt
fyysinen aktiivisuus; 2) kohonnut verenpaine, korkeat kolesteroliarvot, ylipaino ja
ndiden kasautuminen; sekd aikuisuudesta alkaen 3) matala seerumin kreatiniinitaso
ovat yhteydessé kognitiiviseen toimintaan keski-ifssa.

Viitoskirjatutkimus on osa Lasten Sepelvaltimotaudin Riskitekijat (LASERI) -
pitkittdistutkimusta, jossa sydén- ja verisuonisairauksien riskitekijoitd on seurattu yli
30 vuotta. LASERI kdynnistyi vuonna 1980, jolloin 3596 3—18-vuotiasta lasta
osallistui ensimmadiseen kenttdtutkimukseen, minki jidlkeen heitd on seurattu 3-9
vuoden vilein. Kognitiivista toimintaa mitattiin vuoden 2011 seurantatutkimuksessa
neuropsykologiseen kognitiiviseen testaukseen perustuvalla menetelméilld 2026
tutkimushenkil6ltd, jotka olivat tuolloin idltddn 34—49 vuotta.

Kohonnut verenpaine, korkeat kokonais- ja LDL-kolesteroli, ylipaino seki
vihédinen fyysinen aktiivisuus jo lapsuudesta alkaen sekd matala seerumin kreatiniini
aikuisuudesta alkaen olivat yhteydessd heikompaan keski-idin kognitiiviseen
toimintaan. Erityisesti lapsuudesta alkava riskitekijoiden kasautuminen (verenpaine,
kokonaiskolesteroli, ylipaino) voimisti tétd yhteytta.

Jos taustalla on syy-seuraussuhde, voidaan 16ydoksid hyodyntdd kohdistamalla
aktiivisemmin lapsiin ja nuoriin pyrittdessd parantamaan kognitiivista terveyttd
aikuisuudessa. Télloin henkil6t, joilla on huono riskitekijdprofiili lapsuudesta
alkaen, voisivat erityisesti hyotyé esimerkiksi terveiden elintapojen omaksumisesta.

AVAINSANAT: Kognitiivinen toiminta, riskitekijét, pitkittdistutkimus, viesto-
tutkimus
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1 Introduction

Dementia is one of the greatest global health and social care challenges in the 21
century [1]. With an aging population, the prevalence of cognitive deficits is
increasing worldwide [2]. By 2050, 152 million people will be demented, and several
more will have milder cognitive deficits [3]. Alzheimer’s disease is the most
common cause of dementia [4]. Delaying the onset of Alzheimer’s disease by one
year is estimated to reduce its total worldwide number of cases in people over 60 in
2050 by 11% [5]. Several subclinical cognitive deficiencies—memory skills,
learning, decision making, and problem solving—precede dementia years or even
decades before they become clinically detectable [4]. The origin of cognitive deficits
and dementias is multifactorial: for example, lifestyle, genetic predisposition,
cardiovascular risk factors, and environmental factors influence cognitive
performance [3]. Simultaneously, the prevalence of unfavorable lifestyle habits, such
as physical inactivity, has remained high in the 21% century [6]. Such habits are
known to result in negative premises for cognitive and overall health, such as
increasing the need for health care and increasing the social and economic burden
on society [4]. Reducing the prevalence of risk factors for cognitive deficits is thus
a crucial target on the global public health agenda [3].

In its recent statement in 2020, the Lancet Commission on Dementia Prevention,
Intervention, and Care proposed that 12 potentially modifiable risk factors account
for around 40% of cognitive deficits and dementia worldwide [3]. These risk factors
are divided into early life, midlife, and later life risk factors (Figure 1). However, as
observed in many previous studies, several cardiovascular risk factors might start to
influence cognitive performance earlier than believed. For example, physical
activity—which the Lancet Commission’s statement defined as a later life risk factor
for cognitive deficits and dementia—may influence cognitive performance from
young adulthood [7].

Most of the previous studies that have examined the association between
different risk factors and cognitive performance are often limited in their focus on
the association of a single risk factor. However, adverse cardiovascular risk factors
often tend to accumulate. The number of studies that have examined the association
between cardiovascular risk factor accumulation since childhood and later life
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cognitive performance is scarce. Furthermore, most of the previous studies have not
assessed risk factors longitudinally, which restrains them from evaluating the
plausible effect exposure time or, on the other hand, the critical age windows for
adverse risk factors. Moreover, in the Lancet Commission’s statement, 60% of the
risk factors influencing the prevalence of dementia remain unknown. In addition to
the 12 potentially modifiable risk factors presented in the statement, previous
literature has suggested the existence of other modifiable risk factors as well, such
as adverse serum lipids, chronic kidney disease, and low serum creatinine.

This thesis aims to identify the associations of cardiovascular risk factors since
childhood, and especially their longitudinal exposure and accumulation until midlife,
with cognitive performance, which is assessed in midlife in the unique population-
based cohort of the Cardiovascular Risk in Young Finns Study (Y oung Finns Study).
Launched in 1980, the Young Finns Study clinically examined 3,596 boys and girls
between three and 18 years old. The initial purpose of the study was to examine the
role of cardiovascular risk factors and lifestyle factors already since childhood in
leading to cardiovascular diseases. The clinical examinations were conducted
repeatedly in three- to nine-year intervals. After 31 years of follow-up in early
midlife, the cognitive performance of the participants was assessed using a
computerized neuropsychological test. This prospective cohort enables the
examination of the roles of early life risk factors and longitudinal risk factor
accumulation in adulthood cognitive health.

12



Introduction

Early life

Percentage reduction in dementia prevalence
if this risk factor is eliminated

Midlife

Later life

Figure 1. Population attributable fraction of potentially modifiable risk factors for dementia.
The figure has been reused from the work of Livingston et. al., 2020; Dementia
prevention, intervention, and care: 2020 report of the Lancet Commission [3] with
permission of Elsevier.
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2 Review of the Literature

2.1 Cognition and cognitive aging

2.1.1 Cognition

Cognition—cognitive performance or cognitive function—is a complex system of
brain functions that refers to an individual’s mental processes involved in knowledge
acquisition, information processing, and reasoning [8]. Cognitive functions are
divided into cognitive domains, such as memory, learning, executive functions,
visuospatial abilities (e.g., face-object recognition), and language abilities [8]. These
cognitive domains are further categorized into subgroups with a specific part of brain
function. Memory is categorized as declarative (explicit) and nondeclarative
(implicit or nonconscious) memory [9]. Declarative memory is divided into episodic
memory and semantic memory, the former including the memory of personal events,
the latter the memory of general facts [10]. Executive functions are divided into
inhibitory control, working memory, cognitive flexibility, fluid intelligence (i.e.,
reasoning and problem solving), and planning [11]. The cognitive functions are
located in at least five anatomically distinct neural network areas in the brain’s
cerebral cortex: 1) declarative memory in the hippocampal-entorhinal complex and
in the amygdala; 2) executive functions in the lateral prefrontal cortex and, possibly,
in the posterior parietal cortex; 3) visuospatial abilities in the mid-temporal and
temporal cortices; 4) spatial awareness in the posterior parietal cortex and the frontal
eye fields; and 5) language abilities in Wernicke’s and Broca’s areas [12].

21.2 Cognitive deficits

Cognitive function is impaired not only in different types of dementia but also in
milder cognitive deficits. The pathophysiological disease process, for example in
Alzheimer’s disease, is known to begin years or even decades before any clinical
symptoms emerge [13]. After they emerge, no cure or even effective medical
treatment is available to markedly slow down the disease [13]. Moreover, subclinical
deficiencies in memory skills, learning, decision making, and problem solving
precede dementia years or decades before they become clinically apparent [4].

14
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213 Cognitive aging and sex differences in cognitive
performance

Increased age is associated with lower levels of cognitive performance. Age-related
cognitive decline possibly begins in healthy educated adults when they are already
in their 20s and 30s, but the cognitive decline is accelerated at older ages, especially
after 60 [14]. Normal age-related cognitive change does not impair a person’s ability
to perform daily activities [15]. Aging causes structural and neurophysiological
changes in the brain, with a variable degree of cognitive decline [16]. The changes
occur in brain regions with less coordinated and localized activity, leading to poor
performance in several cognitive domains. Some cognitive abilities, such as
vocabulary, are resilient to brain aging and may even improve with age [15]. Other
abilities, such as processing speed, memory, language, visuospatial functions, and
executive functions, decline gradually over time. Age-related brain changes might
contribute to the mechanisms in the pathogenesis of neurodegenerative disorders,
such as dementias [3].

Furthermore, it is hypothesized that having a higher cognitive reserve—the
brain’s ability to flexibly and efficiently use cognitive networks (networks of neuron-
to-neuron connections) that enables individuals to continue conducting cognitive
tasks despite brain changes—may protect against age-related cognitive decline and
deficits [13]. For example, having more years of education and social and mental
activities (such as a mentally stimulating job) might enhance cognitive reserve.
Especially early life factors, such as less education, are suggested to affect the
development of the cognitive reserve [3]. This hypothesis is supported by the
observations where older women were found to more likely develop dementia than
men of the same age, probably partly because, on average, older women have had
less education than older men [3]. However, the early life factors that might
contribute to cognitive reserve development before the onset of age-related cognitive
decline remain uncertain.

The role of sex differences in cognitive performance between men and women
as well as between boys and girls has been observed throughout their lifespan [17].
Men usually outperform women in spatial tasks, whereas women outperform men in
some memory and verbal tasks [17]. It is important to note that sex differences in
cognitive performance are reported as average values, so when comparing these
values, individual men or women might excel in a cognitive task where the opposite
sex is observed to outperform the other sex.

In the Young Finns Study (the study population of this thesis), similar differences
as reported in previous literature were observed in the cognitive performance
between men and women in midlife [18]. Men outperformed women in cognitive
tests that measured short-term working memory, reaction and movement time, and
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visual processing and sustained attention. Women outperformed men in episodic
memory and associative learning.

The potential reason for the role of sex difference in cognitive performance is
hypothesized to be its link with sex hormones [19]. It is possible that critical brain
development periods, such as in utero, shortly after birth, and during puberty, may
influence cognitive development [17]. Furthermore, cultural influences, gender
stereotypes, and biopsychosocial interactions potentially modify brain development
during an individual’s lifespan [17]. However, the detailed mechanisms for this
modification remain uncertain.

214 Dementia and mild cognitive impairment

Dementia is a clinical syndrome with variable manifestations that are usually chronic
or progressive [1]. Dementia is defined as the chronic, acquired loss of two or more
cognitive abilities caused by brain disease or injury [20]. Alzheimer’s disease is the
most common form of dementia and may contribute to 60—70% of cases. However,
approximately 50% of these are estimated to be “pure” Alzheimer’s disease, while
others are estimated to be different forms of “mixed dementia” [21], where most
often Alzheimer’s disease and vascular dementia are mixed. After Alzheimer’s
disease, the most common forms of dementia include vascular dementia, Lewy body
disease, and a group of diseases that contribute to frontotemporal dementia [20].

The most common clinical presentation of Alzheimer’s disease is a slow onset
and gradually progressive loss of memory, typically accompanied by an inability to
learn new information and, particularly, autobiographical information, such as recent
events in one’s life. This is because Alzheimer’s disease preferentially affects the
brain networks involved in episodic memory [20]. In vascular dementia, impaired
judgment or impaired ability to make decisions, plan, or organize may be the initial
symptom, but memory may also be affected, especially when the brain changes
associated with other causes of dementia are present [13]. Motor difficulties, such as
slow gait and poor balance, may also exist.

Dementia with Lewy bodies is characterized by a chronic rapid eye movement
behavior disorder with early visuospatial impairment [20]. Frontotemporal dementia
is characterized by a behavioral variant (the most common presentation is
disinhibition) or, less often, a language impairment variant (such as semantic
dementia, where the meaning of the patient’s speech is unclear) [20].

Mild cognitive impairment (MCI) is defined as performance that is lower than
normal on objective neuropsychological cognition tests. However, they are still
capable of engaging in daily functions (i.e., they still have the ability to function in
society—such as behave and engage as required at work, home, and in social
settings—and engage in daily activities, such as taking care of themselves). MCI is

16



Review of the Literature

thus not consistent with dementia [20]. MCI does not always progress into dementia,
and a patient’s cognitive status may become normal or fluctuate between MCI and
normal cognition [20].

2.2 Mechanisms for cognitive decline

2.2.1 Neuropathology in dementias

Functional magnetic resonance imaging (MRI) studies suggest that changes in the
activity of the hippocampus and associated cortical regions can distinguish normal
aging from pathological aging [16]. In normal aging, metabolic activity is reduced
in the subiculum and the dentate gyrus, whereas in pathological ageing, the
metabolic activity in the entorhinal cortex is reduced as a possible early change in
Alzheimer’s disease [16]. There are several possible changes in brain function that
are associated with different types of dementia.

In the early stages of Alzheimer’s disease, brain atrophy is located especially in
the medial temporal lobe, including the hippocampus. The characteristic
pathological processes are accumulation of beta-amyloid plaques outside neurons
and abnormal form of the protein tau inside neurons that may contribute to the
damage and death of neurons by interfering with neuron-to-neuron communication
at synapses or blocking the transport of nutrients and other essential molecules inside
neurons [13].

In vascular dementia, brain tissue damage is caused by small lacunar infarcts,
multiple microinfarcts, or large infarcts, including intracerebral hemorrhage. The
characteristic pathological process includes blood vessel damage, such as
atherosclerosis and arteriolosclerosis [20]. In dementia with Lewy bodies, brain
atrophy is associated with the intraneuronal accumulation of abnormal aggregations
of the protein alpha-synuclein in the brain’s neocortex [20]. In frontotemporal
dementia, focal brain atrophy is located in the frontal and/or anterior temporal lobes
[20].

222 Molecular pathogenesis in age-related cognitive
decline

The development of age-related cognitive decline occurs during a series of
pathophysiological changes in cerebral microvascular regulation [22]. Cerebral
blood flow is regulated by a complex system. The potential consequences of age-
related cerebral blood flow dysregulation include blood—brain barrier disruption,
neuroinflammation, neurodegeneration exacerbation, cerebral microhemorrhage
development, microvascular rarefaction, and ischemic neuronal dysfunction and
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damage. Local vasoregulatory mechanisms possibly underlie these consequences,
such as myogenic autoregulation, endothelium-dependent pathways, and
neurovascular coupling. Even mild impairment of cerebral blood flow regulation
may have significant consequences for cognitive performance. Moreover, an aged
brain may be more susceptible to the damaging effects of comorbid conditions, such
as hypertension and obesity [22.]

Myogenic autoregulation

Autoregulation maintains the cerebral blood flow relatively constant despite
perfusion pressure changes due to systemic blood pressure variability [22]. The
adaptation to blood pressure variability is ensured by the pressure-induced myogenic
constriction of the cerebral arteries, where vascular resistance is rapidly adjusted.
Hence, increased resistance in the proximal arteries assures that increased arterial
pressure does not penetrate the distal microcirculation and damage the brain’s thin-
walled arteriolar and capillary microvessels. Functional adaptation to high blood
pressure is extended to a wider range in young individuals. Age-related changes in
cerebral arteries thus impair the adaptive increase in myogenic constriction, leading
to cerebrovascular autoregulatory dysfunction [22.]

Eventually, age-related changes lead to an increased hemodynamic burden in the
cerebral blood flow, exacerbating the disruption of the blood—brain barrier, leading
to the extravasation of plasma factors [22]. This might promote neuroinflammation,
e.g., activation of microglia by IgG via the IgG Fc receptors. The microglia-derived
proinflammatory cytokines, chemokines, proteases (i.e., matrix metalloproteinase),
and reactive oxygen species promote neuronal damage. In addition, the increased
microvascular pressure is suggested to activate matrix metalloproteinases in the
vascular wall in a redox-sensitive manner, which could contribute to the
development of microhemorrhages. Age-related autoregulatory dysfunction and its
consequences may also contribute to the dysfunction of the glymphatic system and
the development of age-related vascular rarefaction. These damages in the brain are
hypothesized to be linked to risk factors—such as elevated blood pressure—and
cognitive impairment in aging and to especially increase the prevalence of
Alzheimer’s disease [22.]

Endothelium-dependent pathways

The vascular endothelium of the cerebral vessels produces vasoactive substances,
such as nitric oxide, eicosanoid mediators, endothelium-derived hyperpolarizing
factors, and endothelins, all of which are involved in regulating cerebral blood flow.
Nitric oxide, in particular, plays a major role. With age, nitric oxide generation
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capacity in the vascular endothelium is reduced, leading to endothelial dysfunction
and, thereby, circulatory impairment in the brain and heart [22.]

The endothelial nitrous oxide synthase produces nitrous oxide, which causes
vasodilation, an increase in blood flow, a decrease in vascular resistance,
hypotension, inhibition of platelet aggregation and adhesion, and a decrease in
vascular smooth muscle cell proliferation. The nitrous oxide-dependent pathways
also protect endothelial cells from apoptosis, have an antioxidative role, and exert
anti-inflammatory and proangiogenic effects [22.]

In aging, the production of reactive oxygen species in mitochondria is increased,
causing oxidative stress in the vascular smooth muscle cells [22]. In experimental
animal models, both reactive oxygen species generation and endothelial dysfunction
are involved in cerebral hypoperfusion and are possible trigger factors in age-related
cognitive decline and in developing Alzheimer’s disease [23]. It is important to note
that comorbid conditions, e.g., high blood pressure and metabolic diseases,
exacerbate aging-induced endothelial dysfunction [23].

Neurovascular coupling

In neurovascular coupling, high energy demand of neurons during neuronal activity
is rapidly fulfilled by the cerebral blood flow’s regional functional hyperemia. This
response is a result of the coordinated interaction of neurons, astrocytes, endothelial
cells, and the smooth muscle cells of cerebral arterioles. Aging impairs this
neurovascular coupling response through complex changes, where the decreased
concentration of circulating insulin-like growth factor-1 leads to impaired astrocyte
function and an endothelium-mediated mechanism in functional hyperemia.
Impaired astrocyte function is related to the decreased production of vasodilators,
including nitrous oxide, and the impaired release of adenosine triphosphate. Both
mechanisms increase the production of reactive oxygen species in mitochondria and
astrocytes. In impaired neurovascular coupling, the attenuated increase in cerebral
blood flow to neuronal activation disrupts the energy metabolism in the cerebral
tissue, thus accelerating cognitive decline [22.]

2.3 Measures of cognition

2.3.1 Traditional measures of cognitive performance

Cognitive examination identifies the presence, severity, and nature of cognitive
impairment (e.g., memory vs. language) and considers cultural, linguistic,
educational, and other factors, such as anxiety and sleep deprivation [20]. Cognitive
performance can be assessed using various traditional ‘paper and pencil’ tests.
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Numerous tests are widely used in population-based cohort studies. For example,
executive functions are assessed using tests such as the Wisconsin Card Sorting Test,
Phonemic Verbal Fluency, Stroop ColorWord Interference Test, and Digit-Symbol
Substitution Test [24]. To assess the memory function, for example, the Rey
Auditory Verbal Learning Test, immediate and delayed (i.e., 5 to 30 min) recall, and
word list learning (i.e., 10 to 20 words) are used. As these non-computerized
cognitive tests have a longer history compared to computerized tests, the longitudinal
association between the tests and cognitive deficits has been studied. For example,
compared to those with better baseline performance, poorer baseline performance in
the Rey Auditory Verbal Learning Test has been shown to be longitudinally
associated with cognitive decline and progression to dementia [25].

Traditional cognitive tests also include screening tools for assessing impaired
cognitive performance in clinical practice. A commonly used tool is the Montreal
Cognitive Assessment [26], which requires about 10 minutes to administer and is
useful for the early detection of cognitive impairment, including MCI with executive
dysfunction. It is commonly used in clinical practice and less used in population-
based studies to study the roles of different risk factors in cognitive performance.
Another commonly used tool for screening cognitive performance is the Mini-
Mental State Examination (MMSE) [27], which was developed more than four
decades ago. It is less sensitive to the presence of MCI and less thoroughly evaluates
the domains of executive function, higher level language skills, and complex
visuospatial processing [20]. It is a common tool in clinical practice and is also used
in some studies that examined the associations between different risk factors and
cognitive performance. In addition, the Consortium to Establish a Registry for
Alzheimer’s disease (CERAD) neuropsychological battery includes the MMSE and
a 10-item word list learning, a verbal fluency test, a 15-item Boston naming test, a
recall and recognition test, and a constructional praxis and recall test [28]. In Finland,
the CERAD neuropsychological battery is commonly used in dementia screening.

2.3.2 Computerized testing of cognitive performance

During the last 10 years, cognitive assessment using computerized tests has become
more common, though traditional ‘paper and pencil’ tests have been more frequently
used in population-based studies and clinical practice [29]. Although
neuropsychological cognitive testing in clinical practice is widely used to diagnose
dementias [13], the degree of using computerized tests in neuropsychological testing
in clinical practice is unknown. Computerized tests can offer more efficient and
accurate assessments of cognitive performance than the existing traditional tests.
Their key advantages are time and cost savings, absence of examiner bias, and the
way in which the tasks are scored and interpreted by comparing individual test scores
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objectively within the context of thousands of normative data points [29].
Importantly, computerized cognitive testing might offer a possibility for the earlier
diagnosis of cognitive deficits [30].

There are several different computerized test batteries to assess cognitive
performance. A review by Zygouris et al. (2015) identified 17 test batteries [30], and
another review by Wild et al. (2008) identified 18 test batteries, out of which 11 were
appropriate for cognitive testing in the elderly [31]. For example, the Cambridge
Neuropsychological Test Automated Battery (CANTAB®) is currently one of the
most widely used computerized test batteries in scientific publications with reports
on normative data, test-retest reliability, and clinical use [30]. Originally,
CANTAB® was standardized on a large, predominantly elderly population [32].
Today, it is also used to evaluate, for example, cognition in five-to-11-year-old
normal, learning-disabled, and autistic children. The battery has been shown to be
sensitive in differentiating healthy controls [33], patients with early-stage
Alzheimer’s disease [34], and patients with Parkinson’s disease [30]. For example,
each cognitive test performed using the CANTAB® battery in patients with
Alzheimer’s disease has been observed to be associated with poorer performance
than patients with MCI [35]. However, since no longitudinal associations for the risk
of dementia have been studied, there exists a gap of knowledge in the CANTAB® as
well as in other computerized test batteries.

2.4 Risk factors for cognitive performance,
cognitive decline, and dementia

The greatest risk factors for cognitive deficits and dementias, such as Alzheimer’s
disease, are old age, genetics, and having a family history of Alzheimer’s disease [13].
According to the Lancet Commission’s recent statement, hypertension, alcohol
consumption of >21 units per week, obesity, traumatic brain injury, and hearing loss
in midlife are associated with increased risk of dementia [3]. Smoking, depression,
physical inactivity, social isolation, air pollution, and diabetes in later life are also risk
factors for dementia. By far, the only risk factor acknowledged as an early life risk
factor for dementia is low education. In the Lancet Commission’s statement, these
potentially modifiable risk factors are estimated to reduce the prevalence of dementia
by 40% if all the factors are eliminated [3]. Still, several risk factors of dementia and
the most effective age windows for preventive means remain undetermined,
highlighting the need to identify the potential risk factors and, especially, the risk
factors from early life and beyond to reduce the global burden of cognitive deficits. It
is thus paramount to extensively examine genetic predisposition, environmental
factors, cardiovascular risk factors, multiple risk factor accumulation, and lifestyle risk
factors in relation to life-course cognitive performance.
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241 Genetics

The apolipoprotein E (APOE) &4 allele is the only certain genetic factor that
significantly increases susceptibility to late-onset Alzheimer’s disease (the onset age
older than 65 years) [36]. The other APOE alleles are €3 and €2. €3 homozygotes are
the most common genotype, having a frequency of over 50% in the American
population [13]. Compared with APOE €3 homozygotes, APOE &4 heterozygotes
have a three times and homozygotes 15 times higher risk of Alzheimer’s disease,
respectively. For routine dementia evaluation, APOE genotype assessment is not
recommended, as currently medical management would not be altered by the test
results [20]. It has been reported that, in the American population, 2.4% were APOE
€4 homozygotes and 23.8% APOE &4 heterozygotes [13], while in Finnish
population (Young Finns Study population), the prevalence is higher: 3.2% were
APOE &4 homozygotes and 30.6% were APOE &4 heterozygotes [37].

The presence of APOE €4 has been associated with increased disturbances in
several biochemical changes that are characteristics of Alzheimer’s disease, such as
beta-amyloid deposition, tau formation, neurodegeneration, lipid dysfunction, loss
of synaptic plasticity, cholinergic dysfunction, and disruption of signaling [38]. For
example, APOE &4 is shown to lead to accelerated breakdown of the blood—brain
barrier, which is an early biomarker of cognitive dysfunction [39]. APOE &4 also
causes the degeneration of brain capillary pericytes that maintain the blood—brain
barrier integrity. The breakdown of the blood-brain barrier in APOE €4 carriers is
especially seen in the hippocampus and medial temporal lobe [39]. In addition to
APOE genotypes, some specific mutations are identified in several genes, thus
increasing the risk of Alzheimer’s disease and frontotemporal dementia [36].
However, these mutations are rare and not typically assessed in clinical practice,
except in early-onset dementias.

24.2 Environmental factors

Several environmental factors—socioeconomic status (SES), low education, and
childhood school performance—are associated with cognitive performance and the
risk of dementia [3]. SES is a construct that broadly represents an individual’s or
family’s ranking or accumulated capital within a cultural system of social class [40].
SES measurement is complex, as several indicators are used for it, the most common
of them being income, occupation, and education, or some combination of them [41].
Childhood SES, determined by the SES of parents or caregivers, may affect
children’s development independent of the achieved adulthood SES [41]. Parental
income, occupation, and education are thus typically used to assess childhood SES.

In several previous studies, high childhood SES was found to be associated with
better cognitive performance later in life [42—45]. Furthermore, some studies have
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suggested an association between higher childhood SES and slower age-related
cognitive decline [44], while some studies have not observed any association
between SES and cognitive decline [42,43,45]. Moreover, higher childhood SES is
related to a reduced risk of dementia [46]. The detailed mechanisms for high
childhood SES and later life cognitive performance are uncertain. Higher childhood
SES may have an effect on brain development, where cognitive stimulation,
nutrition, parenting styles, or physical environment might play a role [41]. Higher
SES may offer health benefits, including improved living and working conditions,
access to health services, and differences in lifestyle and behavior.

Low education is an indicator of low life-course SES. It is acknowledged by
the Lancet Commission as the only early life risk factor for the increased risk of
dementia in late life [3]. There is sufficient evidence that people with higher
education perform better across a broad range of cognitive tasks [47]. Despite this,
high education was found to be associated with better cognitive performance; a
recent review and meta-analysis observed no association between high educational
attainment and a decline in cognitive performance in the general population [48].
This may indicate that having a high level of education does not shield individuals
from age-related cognitive decline. In addition, in the Young Finns Study (the
study population of this thesis), higher education was previously observed to be
associated with better performance in all cognitive domains in midlife [18]. There
are several potential mechanisms behind higher education and better cognitive
performance. Education has been suggested to directly increase cognitive
performance at a younger age and, possibly, alter how cognitive tasks are
processed [47]. It is thus possible that people with higher education, since they
have more cognitive reserve compared to less educated individuals, can tolerate
more cognitive decline.

Furthermore, childhood cognitive ability is a strong predictor of cognitive
performance later in life [49]. For example, in the 1946 British birth cohort study
with 2,058 individuals, better results in cognitive ability and reading comprehension
tests at the age of 15 were found to be associated with less decline in memory and
search speed measured between the ages of 43 and 53 [50]. Moreover, better
childhood school performance was found to be associated with better cognitive
performance and reduced cognitive decline [51]. These factors might contribute to
the development of a better cognitive reserve, one that may protect and postpone the
onset of cognitive decline and dementia. Higher cognitive ability in childhood also
likely leads to more favorable life circumstances in adulthood, higher educational
attainment, and higher SES [51].
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243 Cardiovascular risk factors

The incidence of cognitive deficits is influenced by well-established cardiovascular
risk factors, such as elevated blood pressure, adverse serum lipids, obesity and
overweight, diabetes, and cardiovascular risk factor accumulation [3]. The
development of dementia is hypothesized to be preceded by changes in the risk factor
levels, where first the body mass index (BMI) and then the blood pressure rises
between childhood and midlife and then falls more steeply in those who develop
dementia [52]. Before the dementia diagnosis, weight is hypothesized to fall around
10 years, and blood pressure around five years [52].

For each cardiovascular risk factor, specific clinical guideline cutoff levels have
been developed to indicate the risk of cardiovascular disease or stroke. Clinical
guidelines are published by different organizations, such as the World Health
Organization (WHO), the American Heart Association (AHA), or the Current Care
Guidelines (in Finland). Depending on the organization, there are some minor
differences between the cutoff levels, but for the most part, the guidelines are similar.
In addition to cardiovascular diseases, an increasing amount of evidence indicates
that cardiovascular disease guideline cutoffs might be applicable to cognitive deficit
prevention as well.

The association between cardiovascular risk factors and cognitive performance
or the risk of dementia has usually been studied by examining the association of a
single risk factor. This highlights the need for future studies to consider risk factor
accumulation in more detail. Furthermore, observational studies have usually used
age, sex, ethnic background (if needed), and some SES indicators—such as
education, income, or occupation—to control the confounders for the associations
between the studied risk factor and the outcome, i.e., cognitive performance or the
risk of dementia. Moreover, other covariates are also used variably to control the
association, such as blood pressure, serum lipids, BMI, diabetes, smoking, physical
activity, alcohol consumption, cardiovascular diseases, and depression. In addition,
most of the previous observational studies on risk factors for cognitive performance
were focused on late life or middle age, while only a few studies exist that focused
on adulthood. Cohort studies that applied a life-course perspective from childhood
to old age do not exist and, therefore, the association between childhood and
adulthood cardiovascular risk factors and cognitive performance or the risk of
dementia in late life remains obscure.

One study with pooled data from four prospective cohort studies (the Coronary
Artery Risk Development in Young Adults (CARDIA) study, the Multi-Ethnic
Study of Atherosclerosis, the Cardiovascular Health Study, and the Health, Aging
and Body Composition study) assessed the association between early life risk factors
and cognitive performance in late life using the imputation method for the risk
factors [53]. In this study, 15,001 participants’ (age range 18 to 95 years) cognitive
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performance was assessed repeatedly at different ages. The cohort was synthetic,
where participants from the CARDIA study were youngest (age range 18 to 30 years
at baseline) compared to the other three cohorts, where the participants were older
(age range 45 to 100 years at baseline). For the cohorts with older participants, the
cardiovascular risk factor levels earlier in life were estimated by imputing the data
on BMI, fasting glucose, systolic blood pressure, and total cholesterol. Imputed
elevated BMI, fasting glucose, and systolic blood pressure were observed to be
associated with greater later life cognitive decline. Especially, the association
between early adulthood adverse cardiovascular risk factor levels and cognitive
decline was pronounced, suggesting an important role of early life cardiovascular
risk factor levels in later life cognitive health. However, no association between total
cholesterol and cognitive performance was observed, and cardiovascular risk factor
accumulation was not examined. All the associations were adjusted for age, sex,
ethnic background, education, cohort, and different age windows for each
cardiovascular risk factor exposure.

It is important to note that cardiovascular risk factor level imputation offers a
possible source of bias, where early and midlife exposures might point toward
average levels that might attenuate their associations with cognitive decline [53].
Nevertheless, the early life adverse risk factors might have an important role in late
life cognitive performance. To clarify these associations, prospective studies with
follow-up time extending throughout decades are needed.

2.4.3.1 Elevated blood pressure

In clinical guidelines, hypertension is defined by the AHA as systolic blood pressure
>130 mmHg or diastolic blood pressure >80 mmHg [54]. In AHA’s Life’s Simple 7
ideal cardiovascular health metrics, systolic/diastolic blood pressure at the level
<120 mmHg / <80 mmHg is considered to indicate ideal, 120 to 139 mmHg / 80 to
89 mmHg or treated to goal is considered to indicate intermediate, and >140 mmHg
/ 290 mmHg is considered to indicate poor cardiovascular health [54]. These
guideline-level cutoffs were initially developed to reduce the risk of cardiovascular
disease and stroke, but recent evidence indicates that these guideline levels might be
useful for cognitive health as well.

Midlife hypertension is acknowledged by the Lancet Commission as a risk factor
for dementia [3]. Some studies also indicate that low blood pressure in old age is
associated with worse cognitive performance. In a study with 1,449 participants from
the Cardiovascular Risk Factors, Aging and Dementia (CAIDE) study, high systolic
blood pressure (=160 mmHg) in midlife was associated with a higher risk of
Alzheimer’s disease after an average of 21 years of follow-up compared to those
with normal systolic blood pressure in midlife [55]. In another report from the
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Atherosclerosis Risk in Communities (ARIC) study, 5,995 participants (with a mean
age of 57 years at baseline) were followed up for 20 to 25 years [56]. Hypertension
in late midlife was associated with an increased risk of late life MCI and dementia.
Additionally, in a cohort study on members of the Kaiser Permanente Medical Care
Program of Northern California, the cardiovascular risk factors were measured in
8,845 participants in midlife between the ages of 40 and 44 and followed up for an
average of 26.7 years [57]. Hypertension in midlife was observed to be associated
with an increased risk of dementia.

In previous studies with middle-aged or older participants at baseline, high
systolic blood pressure was related to worse cognitive performance in later life. In
the Tromse study, the cardiovascular risk factors of 5,033 participants (with a mean
age of 58 years) were measured at baseline, and their cognitive performance was
assessed after seven years of follow-up [58]. Leveraging these data, higher systolic
blood pressure in midlife was associated with worse verbal memory among men and
worse processing speed among women. Another report is from the ARIC study,
where 13,476 participants aged between 48 and 67 years at baseline were followed
up for 20 years, and their cognitive performance was assessed at baseline and after
the 20-year follow-up [59]. Compared to those with no hypertension, the study found
an association for those with midlife hypertension and steeper cognitive decline; no
association for late life systolic blood pressure was observed. Furthermore, in a
cohort of older-aged participants in the Framingham Heart Study, 1,423 participants
(with a mean age of 66 years at baseline) were followed up for 18 years, and their
cardiovascular risk factors were measured repeatedly every two years [60]. Among
men, hypertension was found to be inversely associated with learning and memory.

Only a few observational studies have been conducted with younger participants
at the baseline. In the CARDIA study, 3,381 participants aged 25 years (ranging from
18 to 30 years) at baseline were followed up for 25 years [61]. Greater cumulative
exposure to higher systolic and diastolic blood pressure, especially to levels above
the recommended guidelines, was inversely associated with worse cognitive
performance in executive function, processing speed, and verbal memory.
Furthermore, in a study from the Vieillissement Santé Travail cohort, 3,201
participants aged 32, 42, 52, and 62 years (mean 45 years at baseline) were followed
up for 10 years [62]. Hypertension was observed to be associated with poorer global
cognition, memory, and processing speed. Furthermore, subjects with untreated and
uncontrolled hypertension had poorer cognitive performance compared to those with
controlled and no hypertension. In addition, a systematic review and meta-analysis
of cross-sectional and prospective studies on individuals from adulthood to old age
concluded that hypertension is associated with poorer cognitive performance [63].
Moreover, in the Young Finns Study (the study population of this thesis), systolic
blood pressure levels exceeding the recommended guidelines in childhood were
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observed to be associated with worse episodic memory and associative learning in
midlife [64].

In addition, some previous studies have examined the association between
elevated blood pressure levels and cognitive performance in childhood. In a cross-
sectional study from the Third National Health and Nutrition Examination Survey
with 5,077 adolescents and children (with a mean age of 11.5 years), elevated
systolic blood pressure was found to be associated with poorer verbal attention and
working memory [65]. In another cross-sectional report from the Generation R Study
with 5,644 children (with a mean age of 6.2 years), elevated diastolic blood pressure
was found to be associated with nonverbal intelligence [66]. Furthermore, some
studies conducted in smaller cohorts reported that elevated blood pressure is
associated with worse cognitive performance in children [67].

Concluding, according to the previous literature, there exists evidence for an
association between elevated blood pressure in midlife and poor cognitive
performance. However, some studies have demonstrated that elevated blood
pressure might influence cognitive performance already in early life. It is important
to note that the Young Finns Study is by far the only population-based study that
highlights the association between elevated blood pressure in childhood and worse
cognitive performance in midlife. Previous studies have suggested that elevated
blood pressure in childhood is associated with worse cognitive performance in
childhood. Therefore, additional evidence is needed on the longitudinal association
between blood pressure and cognitive performance over an entire lifespan.

2432 Adverse serum lipids

Cholesterol is one of the primary causal risk factors for the development of
atherosclerosis and cardiovascular diseases [54]. According to the AHA-defined
clinical guidelines for adults, the optimal level of serum total cholesterol is <3.8
mmol/l and <2.6 mmol/l for low-density lipoprotein (LDL) cholesterol [68]. In
AHA'’s Life’s Simple 7 ideal cardiovascular health metrics, a serum total cholesterol
level of <5.172 mmol/l is considered to indicate ideal, 5.172 to 6.18 mmol/l
intermediate, and >6.18 mmol/l poor cardiovascular health [54]. Furthermore,
triglycerides <1.7 mmol/l, HDL cholesterol <1 mmol/l in men and <1.2 mmol/l in
women are considered to indicate poor lipid levels [54]. In addition to cardiovascular
diseases, adverse serum lipids have been linked to an increased risk of dementia and
poorer cognitive performance. Prior evidence has mainly focused on total cholesterol
levels; however, the association of LDL cholesterol, HDL cholesterol, and
triglycerides with the risk of dementia and cognitive performance is scarce.

Several studies from middle-aged cohorts have examined the association
between total cholesterol and the risk of dementia. In the CAIDE study, 1,449
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participants were followed up for an average of 21 years [55]. Higher total
cholesterol (>6.5 mmol/l) in midlife was found to be associated with a higher risk of
Alzheimer’s disease compared to those with lower total cholesterol (<6 mmol/l). In
the ARIC study, 5,995 participants (with a mean age of 57 years) were followed up
for 20 to 25 years, and hypercholesterolemia in late midlife was found to be
associated with an increased risk of late life MCI and dementia [56]. In another report
from the cohort study on the members of the Kaiser Permanente Medical Care
Program of Northern California, cardiovascular risk factors were measured in 8,845
participants in midlife between the ages of 40 and 44, and they were followed up for
an average of 26.7 years [57]. High cholesterol in midlife was found to be associated
with an increased risk of dementia. Finally, a systematic review and meta-analysis
of prospective studies with total 14,331 participants found that high midlife total
cholesterol is associated with an increased risk of dementia later in life, whereas high
total cholesterol in old age is not associated with risk of dementia in old age [69].
However, this meta-analysis did not find any association between total cholesterol
and vascular dementia.

Several studies have examined the association between total cholesterol and
cognitive performance among middle-aged or older participants at baseline. In the
Framingham Heart Study, 1,894 participants’ cholesterol levels were measured
biennially during 16 to 18 years of follow-up, and their cognitive performance was
assessed four to six years after the follow-up at a mean age of 67 years [70]. Higher
total cholesterol levels in midlife were observed to be associated with poorer verbal
fluency, attention, concentration, abstract reasoning, and global cognitive
performance. In another study conducted on the ARIC cohort, 13,997 participants
with a mean age of 58 years (ranging between 46 and 70 years) were followed up for
20 years, and their cognitive performance was assessed thrice during the follow-up
[71]. High total cholesterol, LDL cholesterol, and triglycerides were found to be
associated with a greater decline in executive function, sustained attention,
processing speed, memory, and global cognitive performance.

Two other cohort studies were also conducted on younger participants. In the
Baltimore Longitudinal Study of Aging study, the total cholesterol and cognitive
performance were assessed repeatedly (mean 3.2 times) in 1,601 participants aged
19 to 93 years during an average of 6.4 years of follow-up (maximum follow-up 19
years) [72]. A nonlinear association was observed, where higher total cholesterol
levels were associated with cognitive decline in all age groups but especially in the
middle-aged and young-old groups. However, among the oldest participants, lower
total cholesterol levels were found to be associated with accelerated cognitive
decline. The cognitive domains that were observed to have accelerated decline were
global mental status, verbal learning, executive function, and language. Another
report concerning younger participants is from the CARDIA study, where 3,381
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participants aged 25 years (range 18 to 30 years) at baseline were followed up for 25
years [61]. Greater cumulative exposure to higher total cholesterol, especially levels
above the recommended guidelines, was observed to be associated with worse verbal
memory. Moreover, in the Young Finns Study (the study population of this thesis),
participants with LDL cholesterol levels exceeding the recommended guidelines in
childhood were found to have worse episodic memory and associative learning in
midlife than those participants in the lowest LDL cholesterol quartile in childhood
[64].

In conclusion, there is sufficient evidence that elevated serum cholesterol levels
in midlife are associated with worse cognitive performance and increased risk of
dementia. It is important to note that an increasing number of studies indicate that
adverse early life lipids may contribute to worse cognitive performance later in life.
However, adverse serum lipids in early life have not been linked to early life
cognitive performance. In a cross-sectional report from the Third National Health
and Nutrition Survey with 4,248 children and adolescents aged between six and 16,
no association between adverse serum lipids and worse cognitive or academic
performance was observed [73]. This may indicate that this association might
become apparent in adulthood or midlife.

2.4.3.3  Obesity and overweight

BML is typically used to assess obesity and overweight. BMI <25 kg/m? is considered
to indicate normal weight, BMI 25-29.9 kg/m? overweight, and BMI >30 kg/m?
obesity [54]. Midlife obesity is acknowledged by the Lancet Commission as a risk
factor for dementia [3]. However, prior evidence on the association between obesity,
overweight and cognitive performance is contradictory. Though most of the studies
found overweight in midlife to be related to worse cognitive performance or an
increased risk of dementia, some studies did not. Furthermore, according to prior
evidence, being underweight (BMI <20 kg/m?*) might be associated with poor
cognitive performance and increased risk of dementia. Additionally, it has been
suggested that weight starts to decline up to 10 years before the dementia diagnosis
[52]. Addressing the uncertain causal role of overweight and obesity in cognitive
performance and the risk of dementia is thus important.

Cohort studies have observed an association between midlife obesity and the risk
of dementia. In the ARIC study, 5,995 participants (with a mean age of 57 years)
were followed up for 20 to 25 years [56]. Obesity in late midlife was observed to be
associated with an increased risk of late life MCI and dementia. In the Whitehall 11
Study, 10,308 participants aged 35 to 55 years at baseline were followed up for 28
years, and their BMI was assessed six times during the follow-up [74]. Leveraging
this data, obesity (BMI >30 kg/m?) at the age of 50 years but not at 60 or 70 years
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was found to be associated with increased risk of dementia compared to those with
BMI <30kg/m?. The BMI of the participants diagnosed with dementia during the
follow-up was found to decline years before dementia diagnosis. Furthermore, in a
meta-analysis of prospective studies with a total of 25,624 participants, underweight,
overweight, and obesity in midlife were associated with an increased risk of later life
dementia [75], indicating that the association of BMI with the risk of dementia may
be nonlinear. However, conflicting results were found in a large-scale cohort study
from the United Kingdom Clinical Practice Research Datalink, in which almost two
million participants aged >40 years (with the median age of 55 years) were followed
up for an average of 9.1 years [76]. This study found underweight in middle age and
old age to be associated with an increased risk of dementia; however, the association
between midlife obesity and the risk of dementia was not observed when the normal
weight group was used as a reference.

The findings of the cohort studies that examined the associations between obesity
and cognitive performance are similar. In the Swedish Adoption/Twin Study of
Aging, 657 participants with a mean age of 40 years at baseline were followed up
for 21 years [77]. Their BMI was measured twice during the follow-up period, and
their cognitive performance was assessed every three years. Overweight/obesity in
early midlife was found to be associated with poorer cognitive performance in late
life compared to normal weight and, additionally, with a steeper decline in perceptual
speed. Moreover, underweight and overweight/obesity in late midlife were found to
be associated with lower cognitive abilities in late life. In another report from the
Baltimore Longitudinal Study of Aging, 1,703 participants aged 19 to 93 years (with
a mean age of 56 years at baseline) were followed up repeatedly every two to three
years for an average of 3.1 examinations [78]. This study found that a higher BMI
and waist-to-hip ratio were inversely associated with global cognition, memory, and
verbal fluency. Also, contradictory results were reported because a higher BMI was
found to be associated with better attention and visuospatial ability. Furthermore, in
the Study of Women’s Health Across the Nation, 1,139 participants (with a mean
age of 53 years at baseline) were followed up for 10 years [79]. Increased waist
circumference in midlife was found to be associated with an accelerated cognitive
decline in processing speed. In addition, in the Framingham Heart Study, 1,423
participants (with a mean age of 66 years at baseline) were followed up for 18 years,
and their cardiovascular risk factors were measured repeatedly every two years [60].
Obesity was found to be inversely associated with learning and memory among men.

Moreover, an association between adulthood obesity and midlife cognitive
performance has been observed. In the Jerusalem Lipid Research Clinic Study, 507
participants aged 17 at baseline were followed up for 33 years, and after that, their
cognitive performance was assessed when they were between 48 to 52 years [80]. In
this study, higher BMI in adolescence and cumulative exposure to higher BMI
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between adolescence and midlife were found to be inversely associated with global
cognitive performance. However, the association was present only among
participants with low SES. Additionally, in the 1946 British Birth Cohort, 1,249
participants were followed up for 30 years [81]. Their BMI and waist circumference
were measured repeatedly during the follow-up, and their cognitive performance was
assessed at the end of the follow-up, when they were between 60 and 64 years. It
was observed that a longer exposure time to elevated waist circumference or BMI
was inversely associated with memory and reaction time. Furthermore, faster gain
of waist circumference or BMI was found to be associated with the largest decline
in memory and a longer reaction time.

Short-term studies on the association between being overweight and cognitive
performance in childhood have indicated contradictory results. In two cross-
sectional studies, overweight in childhood was found to be associated with worse
cognitive performance [82,83]. In a study from the Third National Health and
Nutrition Examination Survey with 2,519 eight- to 16-year-old children and
adolescents, a high BMI was found to be associated with worse visuospatial
organization and general mental ability [82]. Moreover, in a study from the OPUS
School Meal Study, normal weight compared to overweight and underweight was
observed to be associated with better cognitive performance and school performance
in 828 children between eight and 11 years [83]. However, a longitudinal study from
the Quebec Longitudinal Study of Child Development with 1,959 children who were
followed up from the age of four to the age of seven years found no association
between overweight and cognitive performance or school performance [84]. Instead,
compared to normal weight, underweight was found to be associated with worse
cognitive performance and school performance.

In conclusion, the prior evidence on the association between midlife overweight
and worse cognitive performance is solid, while the observations of the association
between childhood overweight and worse cognitive performance in childhood are
not quite consistent. However, it might be speculated that childhood obesity starts to
influence on cognitive performance in adulthood or in midlife.

2434 Type 2 diabetes and impaired fasting glucose

According to the WHO, type 2 diabetes is diagnosed if the fasting plasma glucose is
> 7.0 mmol/l, if the plasma glucose is >11.1 mmol/l two hours after ingestion of 75
g oral glucose load, or if the glycated hemoglobin (HbA1c) >48 mmol/mol (=6.5 %)
[85]. Impaired fasting glucose is diagnosed if the fasting plasma glucose is 6.1 to 6.9
mmol/l and, at the same time, (if measured) the plasma glucose is <7.8 mmol/l two
hours after ingestion of 75 g oral glucose load [85]. In AHA’s Life’s Simple 7 ideal
cardiovascular health metrics, fasting blood glucose <5.6 mmol/l (HbAlc <39
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mmol/mol) is considered to indicate ideal, fasting blood glucose 5.6 to 6.9 mmol/l
(HbAlc 39 to 47 mmol/mol) or treated to goal intermediate, and fasting blood
glucose >7.0 mmol/l (HbAlc >48 mmol/mol) poor cardiovascular health [54].
Diabetes is a major risk factor for cardiovascular diseases, including coronary heart
disease and stroke [54]. Furthermore, prior evidence indicates that diabetic and
prediabetic risk factor levels are not only linked to an increased risk of dementia but
also poorer cognitive performance.

Type 2 diabetes in late life is acknowledged by the Lancet Commission as a
significant risk factor for the risk of dementia [3]. However, evidence from previous
studies indicates that glucose metabolism might exert its influence earlier. For
example, in observational studies, diabetes since midlife was observed to be
associated with the risk of dementia. In the ARIC study, 5,995 participants (with a
mean age of 57 years at baseline) were followed up for 20 to 25 years [56]. Diabetes
in midlife was found to be associated with increased risk of late life MCI and
dementia. Moreover, in a cohort study on the members of the Kaiser Permanente
Medical Care Program of Northern California, cardiovascular risk factors were
measured among 8,845 participants in midlife between the ages of 40 and 44, who
were then followed up for an average of 26.7 years [57]. It was observed that diabetes
in midlife was associated with an increased risk of dementia.

Diabetes has also been shown to be associated with poorer cognitive
performance. In the Tromse study, 5,033 participants’ (with a mean age of 58 years
at baseline) cardiovascular risk factors were measured at baseline, and their cognitive
performance was assessed after seven years of follow-up [58]. According to the
findings of this study, diabetes was independently associated with worse verbal
memory and processing speed in men and processing speed in women. Furthermore,
in a cross-sectional study from the Framingham Heart Study, 2,126 participants’
cognitive performance was assessed at a mean age of 40 years, and brain MRI was
performed on 1,597 participants [86]. In that report, type 2 diabetes was found to be
associated with worse memory, visual perception, and attention performance. Type
2 diabetes was also related to increased white matter hyperintensity and decreased
total cerebral brain and occipital lobar gray matter volumes. In addition, in the Study
of Women’s Health Across the Nation, 1,139 participants (with a mean age of 53
years at baseline) were followed up for 10 years, and diabetes and elevated fasting
glucose in midlife were found to be associated with an accelerated decline in
processing speed [79]. Additionally, a systematic review and meta-analysis of cross-
sectional and prospective studies between adulthood and old age found that type 2
diabetes and impaired glucose metabolism were associated with worse cognitive
performance [63].

In younger cohorts, impaired glucose levels have been observed to be associated
with poorer cognitive performance. In the CARDIA, 3,381 participants aged 25
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years (ranging between 18 and 30 years) at baseline were followed up for 25 years.
Greater cumulative exposure to higher fasting blood glucose levels, especially the
levels above the recommended guidelines, was found to be associated with worse
executive function, processing speed, and verbal memory [61]. Also, in the
Australian Diabetes, Obesity and Lifestyle Study, 4,547 participants (two groups
aged 25 to 59 years and >60 years) were followed up for 12 years, and their fasting
plasma glucose and HbAlc were assessed thrice during the follow-up [87]. In both
age groups, those with type 2 diabetes, those who were younger males with high
nondiabetic HbAlc, and those with high-stable blood glucose were found to have
poorer cognitive performance at the end of the follow-up. Moreover, in the Jerusalem
Lipid Research Clinic Study, 505 nondiabetic participants were followed up for an
average of 13.1 years, and their fasting glucose and glucose levels two hours after
ingestion of 75 g oral glucose load were assessed at the mean age of 30 and after the
follow-up [88]. Fasting glucose >5.6 mmol/l at the age of 30 was found to be
associated with worse visual-spatial processing and attention. However, insulin
resistance, changes in fasting glucose, and glucose levels two hours after the
ingestion of 75 g oral glucose load were not found to be associated with cognitive
performance. Therefore, the previous studies on adults suggest that fasting glucose
levels might influence cognitive performance earlier than believed.

The detailed mechanisms for diabetes and impaired glucose levels are uncertain.
Insulin resistance has been suggested to lead to adverse microvascular and neuronal
metabolic alterations within the brain [87]. However, insulin resistance was not
associated with structural brain changes in the Framingham Heart Study [86],
although the authors argued that insulin resistance, as it may have a role in other
cellular pathways, does not necessarily reflect peripheral changes. Instead, they
hypothesized that since increased fasting glucose has a role in white matter
hyperintensity, it may contribute to ischemic cerebrovascular disease, which, in turn,
may cause neuronal apoptosis and brain atrophy through impaired blood flow to the
neurovascular unit. Hyperglycemia may also increase the formation of advanced
glycation end products, which increase oxidative stress, cross-linking of amyloid
fibrils, modification of cytoskeletal tau proteins, and inflammation in the brain [86].
For example, increased oxidative stress was observed in a study conducted on
diabetic mice [89].

2.4.4 Risk factor accumulation

Cardiovascular risk factors tend to accumulate [90-94]. Previous studies have
typically examined the role of a single cardiovascular risk factor in cognitive
performance or the risk of dementia. Although these studies often used other
cardiovascular risk factors to adjust the associations, they did not take into account
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the combinations and context in which the risk occurs [3]. Cardiovascular risk factor
accumulation may thus have a significant life-course role in later life cognitive
health.

Different risk scores are used to predict adverse cardiovascular outcomes
(cardiovascular diseases, coronary heart disease, and stroke) and dementia [90-94].
The commonly used risk scores are the Finnish Cardiovascular Risk Factors, Aging
and Dementia (CAIDE) Study Risk score [90], the Framingham Risk Scores [91—
93], and AHA’s Life’s Simple 7 ideal cardiovascular health metrics [94]. In the risk
scores, older individuals were observed to have more adverse cardiovascular risk
factors and higher cardiovascular risks. The risk scores are also used to examine the
association between cardiovascular risk factor accumulation and cognitive
performance or the risk of dementia. In addition, several other methods are also used
to assess cardiovascular risk factor accumulation, such as calculating various scores
that indicate the number of adverse risk factors—for example, the number of
unhealthy behaviors (smoking, alcohol abstinence, low physical activity, and low
fruit and vegetable consumption) [95].

The CAIDE Study Risk Score, developed to predict the risk of dementia based
on midlife cardiovascular risk factor accumulation [90], includes age, sex, education,
systolic blood pressure, BMI, total cholesterol, physical activity, and APOE
genotype with specific weight. The Framingham Risk Scores are generally used to
predict the 10-year probability of adverse cardiovascular outcomes. Different risk
scores have been developed for cardiovascular disease, coronary heart disease, and
stroke. The Framingham Coronary Heart Disease Risk Profile [91], the Framingham
Cardiovascular Disease Risk Profile [92], and the Framingham Stroke Risk Profile
[93] include age, sex, systolic blood pressure, HDL cholesterol, total cholesterol,
smoking, and diabetes with specific weight. In the Framingham Stroke Risk Profile,
cardiovascular diseases, atrial fibrillation, and left ventricular hypertrophy are
included as well.

Furthermore, the AHA has defined ideal cardiovascular health on seven health
behaviors and health factors (Life’s Simple 7). Ideal cardiovascular health metrics
include nonsmoking, BMI <25 kg/m?, physical activity at goal levels, pursuit of a
diet consistent with the current guideline recommendations, untreated total
cholesterol <5.172 mmol/l, untreated blood pressure <120/<80 mmHg, and fasting
blood glucose <5.6 mmol/l [94]. The AHA’s Life’s Simple 7 ideal cardiovascular
health metrics are often used to study the association between cardiovascular risk
factor accumulation and cognitive performance.

In previous studies (Table 1), the cardiovascular risk factor accumulation in
midlife was found to be associated with the risk of dementia in later life. The
cardiovascular risk factors in a cohort of the members of the Kaiser Permanente
Medical Care Program of Northern California were measured in midlife [57]. After
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an average follow-up duration of 26.7 years, the accumulation of risk factors
(smoking, hypertension, high total cholesterol, diabetes) in midlife was found to be
associated with an increase in the risk of dementia in a dose-responsive manner. In
another cohort of CAIDE study participants, the participants with both high systolic
blood pressure (>160 mmHg) and high total cholesterol (=6.5 mmol/l) in midlife
were found to have a higher risk of Alzheimer’s disease than those participants with
only one of the risk factors after an average of 21 years of follow-up [55]. A similar
association was observed in the Chicago Heart Association Detection Project in
Industry Study with younger participants (with an age range between 23 and 47 years
at baseline), where favorable cardiovascular health (blood pressure, total cholesterol,
nonsmoking, BMI, diabetes) in midlife was found to be associated with decreased
risk of dementia after a long follow-up (43 years) [96].

In observational studies with old-aged participants, cardiovascular risk factor
accumulation was found to be associated with worse cognitive performance. In the
Framingham Heart Study, the cardiovascular risk factors were measured repeatedly
every two years during an 18-year follow-up on participants with a mean age of 66
years at baseline [60]. In this study, among men, the accumulation of both
hypertension and obesity was associated with worse cognitive performance. The
presence of both risk factors resulted in worse cognitive performance compared to
the presence of either one or none of the risk factors. Furthermore, in a cross-
sectional study from the Maine-Syracuse Longitudinal Study, the AHA’s Life’s
Simple 7 ideal cardiovascular health metrics were assessed at the mean age of 61
years [97]. A higher AHA’s Life’s Simple 7 ideal cardiovascular health metrics score
was associated with better global cognitive performance, visual-spatial memory, and
working memory. Additionally, in the 3C Study, old-aged participants (with a mean
age of 74 years) were followed up for an average of 8.5 years [98]. An increased
number of the AHA’s Life’s Simple 7 ideal cardiovascular health metrics was
associated with a lower risk of dementia and a lower rate of decline in memory and
global cognition.

There are a great number of observational studies on cardiovascular risk factor
accumulation in midlife and its association with midlife or later life cognitive
performance. Many of these studies assessed the relationship between risk factor
accumulation and changes in cognitive performance, which is more accurate for
examining the causality of risk factors. In the CARDIA study, cognitive performance
was assessed in midlife (with a mean age of 50 years) and five years later [99]. A
higher number of adverse cardiovascular risk factors (obesity, smoking,
hypertension, diabetes, and high total cholesterol) and a higher Framingham
Coronary Heart Disease Risk Score were associated with accelerated cognitive
decline. Moreover, in a report from the Personality and Total Health Through Life
Project, the participants (aged 40 to 44 years at baseline) were followed up for eight
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years, and their cognitive performance was assessed thrice during the follow-up
[100]. The study found that a greater accumulation of adverse cardiovascular risk
factors (smoking, hypertension, depression, high BMI, diabetes, low physical
activity) was associated with faster decline in processing speed and reaction time.
Additionally, adverse individual risk factors were found to be associated with poorer
memory and verbal ability. In another report from the Whitehall II cohort, middle-
aged participants were followed up for 10 years, and their cognitive performance
was assessed thrice during the follow-up [101]. An adverse Framingham Stroke Risk
Profile was associated with a faster decline in verbal fluency, vocabulary, and global
cognition. Of the individual components from the Framingham Stroke Risk Profile,
diabetes was associated independently with a faster decline in global cognition.
Furthermore, in the English Longitudinal Study of Ageing, participants aged 50 to
79 years were followed up for 10 years, and their cardiovascular risk factors—
including diabetes, hypertension, smoking, physical inactivity, and obesity—were
assessed at baseline [102]. Leveraging this data, an increased number of adverse
cardiovascular risk factors was found to be associated with memory decline in the
younger half of the group but not in the older half. Additionally, in the Prevention of
Renal and Vascular End-stage Disease cohort, participants aged >35 years (with a
mean age of 54 years) were followed up for 5.5 years, and their cognitive
performance was assessed thrice during the follow-up [103]. It was observed that an
increased score in the Framingham Risk Score for Cardiovascular Disease was
associated with cognitive decline, which was measured as a composite score from
two cognitive tests that measured executive function and memory and learning.
Moreover, middle-aged participants were followed up for 20 years in the ARIC
study. The AHA’s Life’s Simple 7 ideal cardiovascular health metrics were assessed
in midlife, and their cognitive performance was assessed repeatedly during the
follow-up [104]. A higher score in AHA’s Life’s Simple 7 ideal cardiovascular
health metrics and individual metrics, particularly ideal blood pressure and ideal
fasting glucose, was associated with better cognitive performance in midlife and
reduced cognitive decline.

In many studies that examined midlife risk factor association with cognitive
performance, cognitive performance was assessed once. Of these studies, only one
assessed the cardiovascular risk factor accumulation longitudinally. In the Whitehall
II cohort study, participants with a mean age of 44 years were followed up for 17
years, and their unhealthy behaviors (smoking, alcohol consumption, low physical
activity, and low fruit and vegetable consumption) were assessed using
questionnaires thrice during the follow-up [95]. The number and the exposure time
of unhealthy behaviors were found to be inversely associated with executive function
and memory at the mean age of 61 years.
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Other observational studies assessed risk factor accumulation only once. In the
Framingham Offspring Study, participants with a mean age of 54 years at baseline
were followed up for an average of 14.1 years [105]. A worse Framingham Stroke
Risk Profile was associated with poorer executive function. Of the individual risk
factors, diabetes was inversely associated with executive function. In another study,
participants aged >45 years at baseline in the Supplémentation en Vitamines et
Minéraux Antioxydant Study were followed up for an average of 13.4 years, and
their cognitive performance was assessed after, at the mean age of 65.5 years [106].
The association between cognitive performance and different risk profiles was
studied: Framingham Coronary Heart Disease Risk Profile, Framingham
Cardiovascular Disease Risk Profile, and Framingham Stroke Risk Profile. All the
Framingham Risk Profiles assessed at midlife were inversely and uniformly
associated with poorer global cognitive performance and, especially, verbal memory.
Furthermore, in the Finnish Geriatric Intervention Study to Prevent Cognitive
Impairment and Disability (FINGER), the participants (with a mean age of 52 years
at baseline) were followed up in previous national examinations for an average of
17.6 years before the FINGER baseline examinations, when cognitive testing was
performed, and a subgroup of 132 participants underwent MRI [107]. A higher
CAIDE Study Risk Score at baseline was related to more pronounced deep white
matter lesions, lower total gray matter and hippocampal volume, lower cortical
thickness, poorer executive function, processing speed, memory, and MMSE.
Moreover, in the older Finnish Twin Cohort, middle-aged participants were followed
up for an average of 22.6 years, and afterwards their cognitive performance was
assessed using a validated telephone interview [108]. The CAIDE Study Risk Score
at baseline was inversely associated with cognitive performance. Also, individual
risk factors—including midlife obesity, hypertension, and low physical activity—
increased the risk of poorer cognitive performance. In addition, in the Study of
Women’s Health Across the Nation, middle-aged women were followed up for 10
years, and a higher heart age computed from the Framingham Cardiovascular
Disease Risk Profile in midlife was found to be associated with accelerated cognitive
decline in processing speed [79]. Additionally, in the Hoorn Study, after a 15-year
follow-up, a higher CAIDE Study Risk Score in midlife was found to be associated
with worse information processing speed, visuoconstruction, and abstract reasoning
[109].

In addition, cross-sectional studies with middle-aged participants assessed the
association between cardiovascular risk factor accumulation and cognitive
performance. In a cross-sectional study from the Hispanic Community Health Study
and Study of Latinos with participants aged 45 to 74 years, an increased score of the
AHA’s Life’s Simple 7 ideal cardiovascular health metrics was found to be
associated with better verbal learning, memory, verbal fluency, and psychomotor
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speed [110]. In another cross-sectional study from the Emory Twins Study, an
increased score of the AHA’s Life’s Simple 7 ideal cardiovascular health metrics in
midlife was found to be associated with better processing speed and memory [111].
Additionally, in a cross-sectional study from the Gipuzkoa Alzheimer Project, a
higher CAIDE Study Risk Score in midlife was found to be associated with worse
executive function and visual perception and construction [112].

Few of the previous studies had follow-up time starting before midlife, meaning
that the association between cardiovascular risk factor accumulation since childhood
or adulthood and cognitive performance is obscure. The CARDIA is the only prior
study with prospective data from young adulthood to midlife (baseline age 18 to 30
years), and with results suggesting an adverse association between longitudinally
assessed cardiovascular risk factor accumulation and cognitive performance [113].
In the CARDIA, the participants were followed up for 25 years, and the AHA’s
Life’s Simple 7 ideal cardiovascular health metrics were assessed thrice at baseline
and in follow-up examinations at years seven and 25. The results suggest that having
a greater score of the AHA’s Life’s Simple 7 ideal cardiovascular health metrics in
young adulthood and middle age is independently associated with better visual motor
speed, executive function, and verbal memory in midlife. Furthermore, BMI, blood
pressure, glucose, and total cholesterol were assessed at the age of 27 years in the
Study of Healthy Aging in African Americans [114]. After an average of 42 years of
follow-up, an increased number of adverse cardiovascular risk factors in adulthood
were associated with worse executive function and verbal memory. Moreover, in a
previous report from the Young Finns Study (this thesis’ study population), the
participants were followed up for 31 years since childhood and adolescence (aged
between three and 18 years at baseline) [64]. Cardiovascular risk factor accumulation
(systolic blood pressure, LDL cholesterol, smoking) in childhood and adolescence
in levels that exceeded the risk factor guidelines was found to be associated with
poorer memory and associative learning in early midlife, independent of the risk
factor levels in early midlife. Additionally, in a Chinese cross-sectional study on
3,798 children aged between six and 12 years, having a greater score of the AHA’s
Life’s Simple 7 ideal cardiovascular health metrics was found to be associated with
better executive function [115].

In conclusion, the findings of several cohort studies (Table 1) indicate that
midlife cardiovascular risk factor accumulation is associated with worse cognitive
performance and an increased risk of dementia. However, the Young Finns Study
and the CARDIA study have highlighted the potential role of early life
cardiovascular risk factor levels and risk factor accumulation for this association
earlier than believed. For example, in the Lancet Commission’s statement, largely
because no observational studies have been conducted since childhood, many risk
factors are acknowledged only from midlife and later in life [3].
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Table 1. Major observational studies examining association between cardiovascular risk factor accumulation and cognitive performance or risk of

dementia.
Cohort [ref.] N Country Follow-up Age at Indicator of cardiovascular risk factor = Outcome
time, years baseline accumulation
Young Finns Study [64] 2,026 Finland 31 3-18  Systolic blood pressure, LDL cholesterol, Cognitive
smoking performance
CARDIA Study [113] 2,932 USA 25 18-30 AHA’s Life’s Simple 7 Cognitive
performance
Study of Healthy Aging in African 764 USA 42 27 Obesity, blood pressure, glucose, total Cognitive
Americans [114] cholesterol performance
Personality and Total Health 2,530 Australia 8 40-44 Smoking, hypertension, depression, Cognitive decline
Through Life Project [100] obesity, diabetes, physical inactivity
Whitehall 1l Study [95] 5,123 UK 17 44 Smoking, alcohol consumption, physical Cognitive
inactivity, low fruit and vegetable performance
consumption
CARDIA Study [99] 2,675 USA 5 50 Obesity, smoking, hypertension, diabetes, Cognitive decline
total cholesterol, and Framingham
Coronary Heart Disease Risk Score
FINGER Study [107] 1,260 Finland 17.6 52 CAIDE Study Risk Score Cognitive
performance
Finnish Twin Cohort [108] 2,165 Finland 22.6 52 CAIDE Study Risk Score Cognitive
performance
Supplémentation en Vitamines et 3,061 France 13.4 245  All Framingham Risk Profiles Cognitive
Minéraux Antioxydant Study [106] performance
Study of Women’s Health Across 1,139 USA 10 53 Framingham Cardiovascular Disease Risk Cognitive decline
the Nation [79] Profile
ARIC Study [104] 13,270 USA 20 54 AHA'’s Life’'s Simple 7 Cognitive decline
Prevention of Renal and Vascular 3,572 Netherlands 5.5 54 Framingham Risk Score for Cognitive decline

End-stage Disease Study [103]

Cardiovascular Disease
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Cohort [ref.] N Country Follow-up Age at Indicator of cardiovascular risk factor  Outcome
time, years baseline accumulation
Framingham Offspring Study [105] 1,755 USA 14.1 54 Framingham Stroke Risk Profile Cognitive
performance
Whitehall 1l Study [101] 5,810 UK 10 56 Framingham Stroke Risk Profile Cognitive decline
Hoorn Study [109] 322 Netherlands 15 56 CAIDE Study Risk Score Cognitive
performance
English Longitudinal Study of 4,372 UK 10 50-79 Diabetes, hypertension, smoking, physical Cognitive decline
Ageing [102] inactivity, obesity
Framingham Heart Study [60] 1,423 USA 18 66 Hypertension and obesity Cognitive
performance
3C Study [98] 6,626 France 8.5 74 AHA'’s Life’s Simple 7 Risk of dementia and
cognitive decline
City of Guangzhou [115] 3,798 China Cross- 6-12  AHA's Life’s Simple 7 Cognitive
sectional performance
Hispanic Community Health Study 9,623 USA Cross- 45-74 AHA's Life’s Simple 7 Cognitive
and Study of Latinos [110] sectional performance
Emory Twins Study [111] 544 USA Cross- 55 AHA'’s Life’'s Simple 7 Cognitive
sectional performance
Gipuzkoa Alzheimer Project [112] 375 Spain Cross- 58 CAIDE Study Risk Score Cognitive
sectional performance
Maine-Syracuse Longitudinal 972 USA Cross- 61 AHA'’s Life’'s Simple 7 Cognitive
Study [97] sectional performance
Chicago Heart Association 10,119 USA 43 23-47 Blood pressure, total cholesterol, Risk of dementia
Detection Project in Industry Study nonsmoking, BMI, diabetes
[96]
Kaiser Permanente Medical Care 8,845 USA 26.7 40-44 Smoking, hypertension, total cholesterol,  Risk of dementia
Program of Northern California [57] diabetes

CAIDE Study [55] 1,449 Finland 21 50 Systolic blood pressure and total cholesterol Risk of dementia
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245 Lifestyle risk factors

2.4.5.1 Physical activity

Since physical activity plays a major role in maintaining cardiovascular and
cognitive health, physical inactivity has been acknowledged as a persistent public
health problem that results in a high burden of cardiovascular diseases and other
noncommunicable chronic diseases [116]. On a global scale, it has been estimated
that 81% of adolescents (75% of adolescents in Finland) aged 11 to 17 years are not
meeting the current recommendations for daily physical activity [6]. The latest
physical activity guidelines were published by the WHO in 2020.

According to the 2020 WHO guidelines on physical activity and sedentary
behavior, all adults should undertake 150 to 300 min of moderate-intensity or 75 to
150 min of vigorous-intensity physical activity, or some equivalent combination of
moderate-intensity and vigorous-intensity aerobic physical activity per week [117].
The WHO guidelines recommend that children and adolescents engage in an average
of 60 min/day of moderate-to-vigorous intensity aerobic physical activity every
week. For all age groups, regular muscle-strengthening activities are recommended.
Reducing sedentary behaviors is also recommended for all age groups and abilities.
Furthermore, according to the latest Finnish physical activity recommendations,
published by the UKK Institute in 2019 [118], all adults should undertake 150 min
of moderate-intensity or 75 min of vigorous-intensity physical activity per week. For
children and adolescents, an average of 60 min/day of moderate-to-vigorous
intensity aerobic physical activity is recommended. Moreover, for all age groups,
muscle-strengthening or mobility activities are recommended at least twice a week.

Meeting the physical activity guidelines reduces mortality and cardiovascular
disease risk to about 75%, which is close to the maximal benefit possible to obtain
through physical activity alone [119]. However, any moderate-to-vigorous physical
activity is better than none, and beneficial health outcomes begin when adopting
even a modest (one-third of guidelines) amount of physical activity. Thus, healthcare
systems, clinical and community care providers, fitness professionals, the
technology industry, and other stakeholders need concrete means to catalyze the
increased adoption of physical activity assessment and promotion and to ensure that
the physical activity guidelines are met [116].

In addition to cardiovascular diseases, higher physical activity may be associated
with better life-course SES and cognitive health. In the Lancet Commission
statement, physical inactivity has been acknowledged only as a later life risk factor
for dementia [3]. It is important to note that engaging in physical activities from
childhood has already been shown to link with several beneficial factors in
childhood, such as academic achievement and cognitive ability [120]. Also, the
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associations between physical activity and cognitive performance are multifaceted.
In the Young Finns Study (the study population of this thesis), physical activity in
childhood was observed to be associated with academic [121] and labor market [122]
success later in life. However, education was observed to be associated with a
physically active lifestyle [123], which raises the question about the causal relations
between physical activity and different outcomes, such as cognitive performance. It
is important to note that the causal role of physical activity in cognitive performance
is supported by evidence from previous randomized controlled trials indicating a
direct association between moderate-to-vigorous intensity physical activity in
childhood and childhood cognitive performance as well as moderate-to-vigorous
intensity physical activity in old age and cognitive performance and risk of dementia
in old age [124]. However, there are limited data for randomized controlled trials
regarding the associations of physical activity in childhood, adolescence, and midlife
with cognitive performance, as it is nearly impossible to perform randomized control
trials to test the life-course causal relations between physical activity and cognitive
performance in humans. Nonetheless, there is solid observational evidence on the
association between midlife and old age physical activity, cognitive performance,
and risk of dementia [3].

The majority of observational studies have indicated the association of higher
physical activity with a lower risk of dementia. In a study from the Finnish Twin
Cohort, 21,791 participants aged between 24 and 60 years were followed up for 29
years, and their physical activity was assessed twice during the follow-up [125].
Higher physical activity was observed to be associated with lower dementia
mortality. Moreover, in the CAIDE study, physical activity was assessed in midlife
at the mean age of 50 years in 1,449 participants, who were followed up for an
average of 21 years [126]. Higher physical activity in midlife was observed to be
associated with a reduced risk of dementia and Alzheimer’s disease. Furthermore, in
the Cardiovascular Health Cognition Study, physical activity was assessed once in
3,375 participants aged >65 years (with a mean age of 75 years) and followed up for
an average of 5.4 years [127]. Leveraging these data, an association between lower
physical activity and increased risk of dementia was observed. Additionally, in a
large-scale Swedish study among 1.1 million male conscripts, both lower
cardiovascular fitness in the cycle ergometer test and worse cognitive performance
at the age of 18 were associated with an increased risk of early-onset dementia and
MCI later in life (a median follow-up time of 27 years) [128]. While lower
cardiovascular fitness might indicate lower physical activity, it is important to note
that it might also indicate other factors, as some physical activities do not necessarily
help in developing cardiovascular fitness.

However, one large cohort study observed no association between physical
activity and the risk of dementia. In the Whitehall II Study, 10,308 participants aged
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between 35 and 55 years were followed up for 27 years, and no association was
observed between physical activity and repeatedly measured cognitive performance
or risk of dementia [129]. Moreover, a decline in physical activity levels was
observed to begin in people with dementia nine years before they were diagnosed.
This underlines a possibility for bias caused by reverse causation, where a decline in
physical activity may be a manifestation of preclinical dementia. However,
according to a prior report from the Whitehall II cohort, low physical activity was
associated with poorer fluid intelligence in participants aged between 46 and 68
years, both cross-sectionally at baseline as well as longitudinally during an 11-year
follow-up [130].

In old-aged populations, high physical activity has been shown to be associated
with better cognitive performance. For example, in the Age Gene/Environment
Susceptibility—Reykjavik Study, physical activity was queried in midlife at the mean
age of 51 years, and cognitive performance was assessed after 26 years of follow-up
in 4,945 participants [131]. In this study, higher physical activity in midlife was
observed to be associated with better processing speed, memory, and executive
function and a lower risk of dementia. Furthermore, in the English Longitudinal
Study of Aging, 10,652 participants aged >50 years (with a mean age of 65 years at
baseline) were followed up for 10 years [132]. Their physical activity was queried at
baseline, and their cognitive performance was assessed at two-year intervals. Low
physical activity was found to be associated with an accelerated decline in memory
and executive function in women and an accelerated decline in executive function in
men. Additionally, randomized controlled trials have supported the causal
relationship between higher old age physical activity and better cognitive
performance in old age [124].

In adult to middle-aged populations, higher physical activity has been shown to
be associated with better cognitive performance. In the British 1946 birth cohort
study of 1,919 participants, physical activity was assessed at the age of 36 and
cognitive performance was assessed at 43 and 53 [133]. High physical activity was
observed to be associated with better memory function at 43 and a slower rate of
cognitive decline in memory function from 43 to 53. However, contradictory
observations have also been reported. In the Study of Women’s Health Across the
Nation, 1,718 women (with a mean age of 46 years at baseline) were followed up for
an average of 11.9 years, and their cognitive performance was assessed thrice during
the follow-up [134]. In this study, no association was observed between repeatedly
measured physical activity and cognitive decline after controlling for confounders.
Nevertheless, a systematic review and meta-analysis of longitudinal observational
studies on participants aged >40 years concluded that higher levels of physical
activity are associated with a reduced risk of cognitive decline and dementia [135].
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In younger populations, higher physical activity has been shown to be associated
with better cognitive performance in early life. In a prospective Brazilian birth cohort
study of 3,235 participants, physical activity throughout adolescence was found to
be directly associated with intellectual quotient at the age of 18 [136]. Furthermore,
in a cross-sectional Spanish study of 1,820 participants (aged between 13 and 18
years), physical activity was found to be directly associated with verbal ability,
numeric ability, and reasoning ability [137]. Randomized controlled trials have also
supported the causal relationship between childhood and adolescence physical
activity and cognitive performance in early life [124].

The association between early life physical activity and cognitive performance
in midlife or later in life has not been studied much, as life-course observational
studies with comprehensive data do not exist. In many studies, life-course physical
activity was assessed using retrospective questionnaires. In a retrospective study of
9,344 women aged >65 years (with a mean age of 72 years), physical activity was
retrospectively queried from teenage, 30 years of age, 50 years of age, and late life
[138]. High life-course and, especially, teenage physical activity was found to be
associated with less decline in modified MMSE. Moreover, in the Longitudinal
Aging Study Amsterdam, cognitive performance was assessed in 1,241 participants
between ages 62 to 85 and physical activity between ages 15 to 25 was queried
retrospectively [139]. A direct association between physical activity and information
processing speed was observed among men. Furthermore, in the Brain in Motion
study, 226 participants (with a mean age of 67 years) provided retrospective life-
course physical activity information, which indicated a direct association of life-
course physical activity with cognitive performance measured using a
comprehensive neuropsychological assessment [ 140]. Additionally, in the Lothanian
Birth Cohort 1921 study, cognitive performance was assessed up to four times at 79,
83, 87, and 90 years of age, and details about earlier life physical activity were
queried retrospectively [141]. Higher later life (60 to 75 years) physical activity was
observed to be associated with less cognitive decline, while the association of early
life and midlife physical activity was not observed. These studies that retrospectively
assessed physical activity indicate a plausible association between higher early life
physical activity and better cognitive performance later in life. However,
retrospective assessment may be prone to bias due to inaccurate recall or
measurement of physical activity. In addition, the previous studies did not assess
physical activity since childhood.

Only a few prospective cohort studies have reported associations between early
life physical activity and cognitive performance. In the CARDIA study, 3,247
participants aged between 18 and 30 years were followed up for 25 years, and their
physical activity was repeatedly assessed at least three times during the follow-up
[7]. Low physical activity was found to be associated with worse executive function
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and processing speed. Moreover, in the UK National Child Development Study,
cognitive performance was assessed in 9,649 participants at the age of 50, and their
physical activity was queried repeatedly between the ages of 11 and 50 years [142].
Life-course physical activity was observed to be associated directly with memory
and executive function. Furthermore, in a report from the Personality and Total
Health Through Life Project, physical activity and cognitive performance were
assessed thrice during an eight-year follow-up on participants aged 20 to 24, 40 to
44, and 60 to 64 years at baseline [143]. In all age groups, pronouncedly in the
youngest, physical activity predicted better baseline fluid cognitive ability, though
an association between physical activity and cognitive decline was not observed.

As evident from the prior literature, there remains a knowledge gap concerning
the longitudinal association between early life physical activity and adulthood
cognitive performance, as it was not possible for any prior study to apply
longitudinally collected data on physical activity beginning from childhood.
Furthermore, previous studies did not consider physical activity levels from other
age windows, such as adulthood, as possible confounders. This restrains the
possibility of interpreting the independent carry-over associations of early life
physical activity with midlife cognitive performance.

2452 Smoking

Tobacco smoking increases the risk of death [144], generating thousands of different
compounds, including nicotine, access to the body. Many of these compounds are
toxic to the cardiovascular and pulmonary systems. Moreover, smoking causes
several adverse changes to brain functions. There is sufficient epidemiologic
evidence that links a smoking history to preclinical changes in the brain (atrophy,
silent infarcts, increase in white matter hyperintensity volume), accelerated cognitive
decline (executive function, verbal memory, processing speed), and increased risk
of dementia (Alzheimer’s disease and vascular dementia) [145].

For example, in a cohort study on the members of the Kaiser Permanente Medical
Care Program of Northern California, cardiovascular risk factors were measured in
8,845 participants in midlife between the ages of 40 and 44 and followed up for an
average of 26.7 years [57]. Smoking at midlife was observed to be associated with
an increased risk of dementia. Another example is the Tromse study, where 5,033
participants’ (with a mean age of 58 years at baseline) cardiovascular risk factors
were measured at baseline, and their cognitive performance was assessed after a
seven-year follow-up [58]. Smoking was found to be independently associated with
poorer verbal memory and processing speed. Furthermore, in the Monitoring Project
on Cardiovascular Disease Risk Factors study, 1,927 participants (with a mean age
of 56 years at baseline) were followed up for approximately five years and,
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afterwards, their cognitive performance was assessed [146]. Current smokers were
observed to have reduced psychomotor speed and reduced cognitive flexibility
compared with never smokers. Moreover, in the Whitehall II Study, 5,388
participants’ cognitive performance was assessed (with a mean age of 56 years), and
of these, 4,659 were retested five years later [144]. According to the findings from
this study, compared with nonsmokers, smokers were more likely to have poorer
memory function. However, during the five-year follow-up, smoking was not
observed to be associated with cognitive decline.

Additionally, two studies from the Young Finns Study population (the study
population of this thesis) found that smoking in early life was associated with poorer
episodic memory and associative learning in midlife [64]. In another report from the
Young Finns Study cohort, exposure to parental smoking in childhood was found to
be associated with worse memory and learning function in adulthood and midlife
[147]. These observations from the Young Finns Study and other previous studies
suggest that smoking influences cognitive performance earlier than believed. For
example, in the Lancet Commission’s statement, smoking is acknowledged as a later
life risk factor for dementia [3].

2453 Dietary habits

Diet is an important lifestyle factor; it can possibly modify cognitive performance
and the risk of dementia [ 148]. Certain nutrients—folate, flavonoids, vitamin D, and
certain lipids—have a protective association with cognitive outcomes in older people
[148]. Furthermore, different food groups—seafood, vegetables, and fruits—are
possibly related to better cognitive outcomes [148].

A large-scale umbrella review presented sufficient evidence for the association
between adherence to a Mediterranean diet, less cognitive decline, and a lower risk
of dementia [149]. Following a Mediterranean diet usually involves high
consumption of fruits, vegetables, wholegrains, olive oil, fermented dairy products,
nuts, seed, herbs, and seafood [148]. According to the results of a randomized
clinical trial, cognitive performance was found to be preserved in Mediterranean diet
intervention groups. In a Spanish study, 447 cognitively healthy participants (with a
mean age of 67 years) were divided into groups using a Mediterranean diet
supplemented with extra virgin olive oil (1 1/week), and a Mediterranean diet
supplemented with mixed nuts (30 g/day), or a control diet (advice to reduce dietary
fat) [150]. During a median follow-up of 4.1 years, the participants in both
Mediterranean diet groups had improved cognitive performance, whereas the control
group participants had declined cognitive performance.

Other dietary patterns and specific food items, such as fruits and vegetables, have
been studied in relation to cognitive outcomes. The results are contradictory, with
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some studies reporting protective effects, others reporting no such associations. For
example, two large cohort studies observed no associations between poor dietary
habits and cognitive performance or an increased risk of dementia. In the Whitehall
II Study, 8,225 participants (with a mean age of 50 at baseline) were followed up for
amedian of 25 years [151]. In that study, a higher score indicating a healthier diet in
a food frequency questionnaire at baseline was found to be not associated with the
risk of dementia or cognitive performance, assessed cross-sectionally and
longitudinally. In another report from the ARIC study, 13,588 participants (with a
mean age of 55 years at baseline) were followed up for 20 years, and their cognitive
performance was assessed thrice during the follow-up, and two distinct dietary
patterns were identified at baseline [152]. The two dietary patterns included the
unhealthy Western dietary pattern, with higher consumption of meats and fried food,
and the healthier dietary pattern, with higher consumption of fruits and vegetables.
The baseline cognitive performance was found to be poorer in the participants with
unhealthy dietary patterns than in the participants with healthy dietary patterns.
However, no difference was observed in a 20-year change in cognitive performance
or risk of dementia between the groups.

An association between healthy dietary pattern and cognitive performance was
observed in the Supplémentation en Vitamines et Minéraux Antioxydant Study,
where 3,054 participants (with a mean age of 52 years at baseline) were followed up
for an average of 13 years, and their dietary pattern was assessed using a 24-h dietary
record for a median of 10 times [153]. In that study, healthy, and traditional dietary
patterns were identified. The healthy pattern was observed to be associated with
better global cognitive performance and verbal memory compared to the traditional
pattern. However, conflicting associations were observed in the Doetinchem Cohort
Study, where 2,613 participants (with a mean age of 55 years at baseline) were
followed up for five years, and their cognitive performance was assessed twice
during the follow-up, and a semi-quantitative food frequency questionnaire was used
at baseline to assess their dietary intake during the previous year [154]. A mixed
association between different food items and cognitive performance was observed.
For example, higher reported vegetable intake was associated with lower information
processing speed and worse cognitive flexibility at baseline but with a smaller
decline in information processing speed and global cognitive performance. The total
intake of fruits, legumes, and juices was not observed to be associated with baseline
or change in cognitive performance.

In childhood and adolescence, diet might play a role in determining cognitive
performance. In a cross-sectional study with 804 children (with a mean age of 4.2
years) from the Rhea mother—child cohort study in Crete, an unhealthy dietary
pattern—including potatoes and other starchy roots, salty snacks, sugar products and
eggs—was associated with poorer verbal ability and global cognitive performance
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[155]. Furthermore, in a cross-sectional report from the 2010 China Family Panel
Studies with 2,029 children and adolescents aged 10 to 15 years, a high-protein
dietary pattern was found to be associated with better mathematics test score [156].
That study also observed a conflicting association: a high-fat dietary pattern was
associated with better mathematics and vocabulary tests. In addition, a cross-
sectional study from the Physical Activity and Nutrition in Children Study with 428
children aged between six and eight years observed an association between poor diet
quality—low consumption of fruit and berries, vegetables, high-fiber grain products,
and fish and a higher consumption of red meat and sausages—and worse cognitive
performance. The association was found to be stronger in boys [157].

In conclusion, the association between dietary habits and cognitive outcomes is
somewhat contradictory. The present evidence of an association between nutrition
and cognitive outcomes is somehow stronger for healthy dietary patterns, such as the
Mediterranean-type diet, compared to individual nutrients and food groups [148]
This is suggested possibly because of the cumulative beneficial effects of the many
ingredients in these diets. Moreover, dietary habits in childhood may play a role in
the development of cognitive performance.

2454 Alcohol consumption

Alcohol consumption of >21 units per week in midlife is acknowledged by the
Lancet Commission as a risk factor for dementia [3]. In previous studies that
examined the associations between different risk factors and cognitive performance,
alcohol consumption was often controlled as a covariate in their multivariable
models. Prior evidence on alcohol consumption in relation to cognitive performance
and the risk of dementia indicates, surprisingly, a nonlinear association. In a French
study on a large-scale retrospective cohort of adults (aged >20 years) discharged
from French hospitals between 2008 and 2013, among all the other risk factors—
vascular risk factors, presence of cardiovascular diseases, depression, or low
education—heavy drinking in alcohol-use disorders was found to be the strongest
modifiable risk factor for dementia onset and, especially, early-onset dementia [158].

In a meta-analysis that summarized 143 studies examining the association
between alcohol consumption, cognitive performance, and risk of dementia, heavy
alcohol consumption (>3-4 alcohol drinks/day) was found to be associated with an
increased risk of dementia and cognitive impairment [159]. However, light to
moderate alcohol consumption (<2 alcohol drinks/day for men and <1 alcohol
drinks/day for women) was not observed to increase the risk of dementia, cognitive
decline, or cognitive impairment. Instead, light to moderate alcohol consumption
was associated with a decreased risk of dementia and better cognitive performance
but not with cognitive decline. Similar findings were observed in another meta-
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analysis of prospective studies, where light to moderate alcohol consumption was
associated with a 25% to 28% reduction in any type of dementia [160]. Wine
(particularly red) has been shown to have the strongest protective association,
whereas beer and spirits have been reported as either unrelated to or related to poor
cognitive outcomes [ 148]. For example, in the Monitoring Project on Cardiovascular
Disease Risk Factors study, 1,927 participants aged 56 years were followed up for
approximately five years, and their cognitive performance was assessed [146].
Alcohol consumption was found to be associated with faster processing speed and
better flexibility among women.

The mechanism for light alcohol consumption’s protective association with
cognitive outcomes has been hypothesized. It has been suggested that alcohol “protects”
by its “preconditioning” effect on neurons and glia, which involves the upregulation of
heat shock proteins and other cellular pro-survival mechanisms, such as N-methyl-D-
aspartate receptors, protein kinase C epsilon, and focal adhesion kinase [159].
Furthermore, an anti-inflammatory effect may be one mechanism for the protective
effect moderate alcohol consumption might have on cardiovascular diseases, thereby
reducing the risk of dementia [160]. However, a possible source of bias is suggested to
be the sampling effect, according to which the individuals who have higher alcohol
consumption may be less likely to participate in cohort studies or attend follow-up
studies [160]. Additionally, previous studies did not consider that, though categorized
as non-drinkers according to their current drinking habits, those who have never drunk
might have different risks than those who quit drinking because of, e.g., a disease.

Moreover, there are no randomized trials on the plausible benefits of light
alcohol consumption. Since high alcohol consumption has several adverse health
effects, the plausible protective association between alcohol consumption and
cognitive outcomes should be cautiously interpreted. This is supported by a previous
report from the Whitehall II cohort, where 550 participants (with a mean age of 43
at baseline) were followed up for 30 years, and an MRI was performed after the
follow-up [161]. No association between light alcohol consumption and brain
structure or even cognitive performance was observed. High alcohol consumption,
as expected, was associated with hippocampal atrophy, impaired white matter
microstructure, and faster cognitive decline.

246 Kidney function and serum creatinine

2.4.6.1 Kidney function

Serum creatinine, typically a measure of kidney function, can be used to estimate
glomerular filtration rate (eGFR) [162]. The GFR can be estimated using the Chronic
Kidney Disease-Epidemiology Collaboration (CKD-EPI) serum creatinine-based
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equation [163]. In the equation, serum creatinine, age, sex, and ethnic background
are taken into account, where higher serum creatinine causes a decline in GFR.
Typically, eGFR >90 ml/min/1.73m? is considered to indicate normal kidney
function, but eGFR >60 ml/min/1.73m? may also be used as a cut-off point for
normal range when measured in subjects without kidney disease or damage [163].
An estimated GFR <60 ml/min/1.73m? is considered to indicate chronic kidney
disease or kidney damage [163].

There are numerous other means of measuring or assessing GFR. It can also be
estimated using the cystatin C-based equation [164]. Moreover, a combination of
serum creatinine and cystatin C has been suggested to be more accurate in assessing
the associations for end-stage renal disease (eGFR <15 ml/min/1.73m?) [165].
However, if eGFR is close to the normal level, the CKD-EPI serum creatinine-based
equation has been shown to be as accurate as the cystatin C-based equation for
estimating GFR [166]. Nevertheless, the CKD-EPI equation still underestimates
GFR in healthy populations, failing to detect associations with obesity, higher
glucose, or proteinuria [167]. Therefore, the direct measure of GFR reflects kidney
function more accurately, and it is measured as creatinine clearance, where the renal
clearance of chromium-51 labeled ethylenediamine tetraacetic acid or iothalamate
and plasma clearance of chromium-51 labeled ethylenediamine tetraacetic acid or
iohexol methods are typically used [168]. Furthermore, other methods and equations
to assess GFR have also been used, such as the Modification of Diet in Renal Disease
and Cockcroft-Gault serum creatinine-based formulas. In addition to GFR,
albuminuria, an accurate sign of glomerular and tubular damage, has been used to
assess kidney function [169,170].

Hypertension and diabetes are the main causes of chronic kidney disease and,
thereby, low eGFR [171]. Low eGFR is associated with several adverse
cardiovascular risk factor levels in blood pressure, BMI, smoking, and physical
activity [172]. In a large-scale meta-analysis with over 105,000 participants, eGFR
<60 ml/min/1.73m? and albuminuria were associated with higher all-cause mortality
[173]. Prior evidence on the association between impaired kidney function and poor
cognitive performance exists. In a systematic review with participants below the age
of 65 years, chronic kidney disease at any stage (diagnosed kidney disease or eGFR
<60 ml/min/1.73m?) was found to be associated with worse cognitive performance
[174]. As the review revealed, the lower the eGFR, the higher the number of
cognitive domains with poorer performance. Moreover, early-stage chronic kidney
disease was found to be associated with worse processing speed, attention, response
speed, and short-term memory. Moderate stage chronic kidney disease was found to
be associated with poorer executive functioning, verbal fluency, logical memory,
orientation, and concentration. Finally, end-stage kidney disease was found to be
associated with all the previous cognitive domains, along with cognitive control,
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delayed and immediate memory, visuospatial impairment, and overall cognitive
impairment. Moreover, in a systematic review and meta-analysis among adults,
albuminuria was observed to be associated with an increased risk of cognitive
impairment and dementia, worse cognitive performance, and accelerated cognitive
decline [169]. In another systematic review and meta-analysis of prospective studies
with participants aged >45 years, albuminuria was found to be associated with
increased risk of cognitive impairment or dementia [175]. However, the association
between eGFR <60 ml/min/1.73m? and cognitive impairment or dementia produced
mixed results, where three studies observed an increased risk of dementia, whereas
five studies did not observe any significant association. The overall association
between cognitive decline and the risk of dementia was thus nonsignificant.

Furthermore, nonlinear associations of eGFR have been reported. In a large-scale
meta-analysis with over 105,000 participants, high eGFR (>105 ml/min/1.73m?) was
associated with increased risk of all-cause mortality. Glomerular hyperfiltration has
been suggested as a plausible mechanism for increased GFR [176]. Many studies
defined glomerular hyperfiltration using the 95th or 90th percentile of GFR as the
cut-off, but other cut-off points have also been used (ranging from 90.7 to 175
ml/min/1.73m? [177]. Glomerular hyperfiltration is caused by afferent arteriolar
vasodilation as seen in patients with diabetes or after a high-protein meal, or by
efferent arteriolar vasoconstriction due to the activation of the renin-angiotensin-
aldosterone system [176]. Glomerular hyperfiltration leads to increased GFR, which
occurs as an adaptive response to nephron loss, causes glomerular hypertension and,
subsequently, glomerulosclerosis, progressive kidney function decline, and initiates
glomerular damage [ 176]. However, since previous studies used both measured GFR
and eGFR to define glomerular hyperfiltration, this might have affected the
interpretation of the associations, as eGFR has been shown to be associated with an
increased number of adverse cardiovascular risk factors compared to measured GFR
[172]. The association between eGFR and cardiovascular risk factors may thus be
mediated by non-GFR-related factors.

2.4.6.2 Serum creatinine

Non-GFR-related factors on high eGFR levels might indicate a plausible role for low
serum creatinine in high eGFR values. Low muscle mass, physical inactivity, and a
poor diet are associated with low serum creatinine levels [178]. Creatinine is formed
as a result of the nonenzymatic dehydration of muscle creatine [162]. As men have
greater muscle mass, and thus greater generation of creatinine than women, sex
influence creatinine levels. Furthermore, a higher dietary intake of protein/meat
expands the creatine pool and, therefore, an increase in creatinine generation and
excretion may be observed [162]. Creatinine is usually produced at a fairly constant
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rate and filtered freely by the glomerulus [171]. The additional factors that influence
creatinine concentration include tubular secretion, extra-renal excretion, and
creatinine degradation [171].

There are a few studies linking high eGFR and low serum creatinine to poor
cognitive performance and an increased risk of dementia. Since all the previous
studies calculated eGFR based on serum creatinine, they did not extensively assess
the non-GFR-related factors. In a large-scale South Korean study with over 2.2
million participants aged >45 years (with a mean age of 59 years) and a median
follow-up time of 3.1 years, eGFR was calculated using the CKD-EPI serum
creatinine-based equation at baseline [179]. In that study, high eGFR (95th
percentile) in midlife and old age was observed to be associated with increased all-
cause dementia risk in men and women and, specifically, with increased risk of
Alzheimer’s disease in men.

In two cross-sectional studies from the Tromse study with over 1,500
participants (with a mean age of 57 years), GFR was estimated using the CKD-EPI
serum creatinine-based equation [180] and directly measured as iohexol clearance in
midlife [181]. A high eGFR was observed to be associated with worse processing
speed, working memory, and associative learning. Moreover, a high measured GFR
was observed to be associated with worse performance in the same cognitive
domains. However, the association of the measured GFR was found to be diluted
after adjusting for education, which might support the different associations between
the estimated and measured GFR. In another cross-sectional study from the Reasons
for Geographic and Racial Differences in Stroke Study with 23,405 participants
(with a mean age of 65 years), chronic kidney disease was found to be associated
with impaired cognitive performance in the Six-item Screener that briefly measures
recall and temporal orientation [182]. Furthermore, eGFR was calculated using the
CKD-EPI serum creatinine-based equation, and eGFR >100 ml/min/1.73m? was
associated with cognitive impairment. Additionally, in a cross-sectional study of a
Brazilian cohort of 246 participants (with a mean age of 74 years), eGFR was
calculated using the serum creatinine-based equation [183]. The findings from this
study indicated that eGFR <60 ml/min/1.73m? and an eGFR >90 ml/min/1.73m?
were associated with worse performance in the MMSE, i.e., global cognitive
performance.

Potential mechanisms

The suggested association of high eGFR, and thus low serum creatinine, with
cognitive performance may indicate the potential role of serum creatinine as a non-
GFR-related factor in the pathophysiology of cognitive decline. A study examining
the cerebral metabolic alterations in Alzheimer’s disease found that Alzheimer’s
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disease patients (N = 40) had higher creatinine concentration in their cerebrospinal
fluid compared to the control subjects (N = 34) [184], although no difference was
observed in the serum creatinine concentration between the patients and controls.
The authors of that study argued that higher concentrations of creatinine in the
cerebrospinal fluid observed in the Alzheimer’s disease patients may be a result of
excessive phosphocreatine usage and/or disrupted creatine-phosphocreatine shuttle
that leads to non-enzymatical and irreversible degradation of both phosphocreatine
and creatine into creatinine [185]. Based on a negative correlation between creatine
and creatinine in both serum and cerebrospinal fluid in Alzheimer’s disease patients,
it was hypothesized that creatinine is produced at the expense of creatine in
conditions of inadequate glucose supply [184]. Additionally, because of the observed
negative correlation of creatinine with the blood—brain barrier permeability, it was
suggested that the creatinine-related process takes place in the central nervous
system. Therefore, it might be speculated that a high systemic concentration of
creatine and creatinine may be beneficial for preserving energy metabolism in the
brain. However, with the lack of experimental data elucidating these mechanistic
aspects, the detailed pathophysiology explaining the link between serum creatinine
and cognitive performance remains unclear.

In addition to non-GFR-related factors, glomerular hyperfiltration might still be
a potential link between serum creatinine and cognitive performance. However, only
a few studies have introduced glomerular hyperfiltration as a potential mechanism
for increased eGFR [179,183] or measured GFR [181]. Glomerular hyperfiltration is
linked to the renin-angiotensin-aldosterone system activation [176] and high renal
generation as well as low systemic bioactivity of nitric oxide [186]. These factors
play a role in endothelial dysfunction [23]. Both endothelial dysfunction and low
nitric oxide bioactivity play a role in age-related cognitive decline, where vascular
structure and function are comprised, which eventually might lead to cerebral
hypoperfusion [23]. Furthermore, glomerular hyperfiltration might be linked to the
vascular mechanisms for cognitive deficits, as increased arterial stiffness [187] and
coronary artery calcification [188] were observed in participants with glomerular
hyperfiltration (which, however, was defined using eGFR based on serum creatinine
in both studies). Also, subclinical cardiovascular disease markers—such as carotid
atherosclerosis and electrocardiographic signs of left ventricular hypertrophy—have
been found to be associated with increased measured GFR [189].

Adverse cardiovascular risk factor levels might also be behind the association
between high GFR, low serum creatinine, and poor cognitive performance. Thus,
low serum creatinine or high GFR might indicate an adverse cardiovascular risk
factor profile, which is thus associated with poor cognitive performance. For
example, high physical activity and a favorable diet are shown to be associated with
better cognitive performance [95]; importantly, these factors are also associated with
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higher serum creatinine [178]. Additionally, several previous studies have shown
that other adverse cardiovascular risk factors are linked to high GFR and, thus, low
serum creatinine. For example, in the Kansai Healthcare Study, 10,118 men aged 40
to 55 years were followed up for six years, and their GFR was estimated using the
Modification of Diet in Renal Disease equation for the Japanese serum creatinine-
based equation, and proteinuria was assessed using a standard dipstick [190]. It was
observed that smoking is associated with high eGFR (>117 ml/min/1.73m?) and
proteinuria. Moreover, in a cross-sectional study of 1,572 healthy men (with a mean
age of 18 years), creatinine clearance was estimated using the Cockcroft-Gault serum
creatinine-based equation indicating GFR [191]. Glomerular hyperfiltration was
defined as eGFR over the mean +2 standard deviation (SD), and the participants in
that group were observed to have more accumulated metabolic risk factors, including
overweight, elevated blood pressure, and low HDL cholesterol.

Diabetes and prediabetes have been shown to be associated with low serum
creatinine/high GFR. In a cross-sectional study with 8,643 adolescent participants
(aged between 12 and 17 years), eGFR was calculated using the Chronic Kidney
Disease in Children serum creatinine-based equation [192]. Glomerular
hyperfiltration was defined as eGFR >120 ml/min/1.73m?, and the participants in
that group were observed to have higher triglyceride, insulin, and insulin resistance.
In another cross-sectional study from the Tromsg study in 1,560 participants (mean
of age 58 years), GFR was measured using plasma iohexol clearance, and high GFR
was defined as the 90th percentile [193]. Among the participants without diabetes,
high measured GFR was associated with impaired fasting glucose and HbA1c¢ levels.
No association was observed for fasting insulin levels. Furthermore, in a large-scale
cross-sectional study of 99,140 participants (with a mean age of 52 years and age
between 20 and 89 years), eGFR was calculated using the Modification of Diet in
Renal Disease serum creatinine-based equation, and glomerular hyperfiltration was
defined as the 95th percentile [194]. The findings from that study indicated that
prediabetes, diabetes, prehypertension, and hypertension were associated with high
eGFR, thus plausibly indicating glomerular hyperfiltration.

Obesity or adiposity has been suggested to be linked with low serum
creatinine/high GFR. In a cross-sectional study of 5,493 US adolescents and adults
(age range between 12 and 29 years), eGFR was calculated using the CKD-EPI
serum creatinine-based equation for participants >18 years, and the Chronic Kidney
Disease in Children equation for participants <18 years, and increased eGFR was
defined as the 95th percentile [195]. Both a higher BMI and diabetes were found to
be associated with increased eGFR. Also, in a cross-sectional study of 301 middle-
aged African Americans (with a mean age of 45 years), GFR was measured using
inulin and para-aminohippurate clearances [196]. Increased GFR, defined as >140
ml/min, was observed to be associated with higher BMI levels in age, sex, blood
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pressure, fasting glucose, and urinary sodium excretion. Additionally, in a cross-
sectional study of 6,902 Chinese participants (with a mean age of 39 years), adiposity
was measured using biological impedance, and eGFR was calculated using the CKD-
EPI serum creatinine-based equation [197]. The participants were divided into
quartiles according to their eGFR. The participants in the upper eGFR quartile were
observed to have higher fat and lean body mass ratio, indicating higher adiposity.
However, no association was observed for BMI.

Previous studies have also shown that low serum creatinine/high GFR is
associated with adverse cardiovascular end points. In the CARTaGENE population
cohort, 9,515 participants with a mean age of 50 years and without hypertension,
diabetes, cardiovascular disease, chronic kidney disease, or statin/aspirin use were
followed up for a median of 5.8 years, and their eGFR was calculated using the CKD-
EPI serum creatinine-based equation [198]. In that study, glomerular hyperfiltration
was defined as the 95th percentile, and the participants in the hyperfiltration group
were observed to have a greater risk of adverse cardiovascular events (cardiovascular
mortality, myocardial infarction, unstable angina, heart failure, stroke, or transient
ischemic attack). Moreover, in a cross-sectional study of 8,941 participants (with a
mean age of 62 years) with atherosclerotic vascular disease, GFR was estimated
using the Modification of Diet in Renal Disease and Cockcroft-Gault serum
creatinine-based formulas [199]. An estimated GFR >125 ml/min/1.73m? predicted
risk of death, congestive heart failure, myocardial infarction, and stroke.

In conclusion, low serum creatinine and high GFR may indicate the early
manifestation of risk factors, such as elevated blood pressure, prediabetes, obesity,
adiposity, and smoking. These early adverse cardiovascular risk factors, it could be
speculated, are accumulated in individuals with low serum creatinine before the
factors result in the clinical manifestation of adverse cardiovascular risk factor levels
and exceed the recommended guidelines. It is important to note that many of these
adverse cardiovascular risk factors are associated with poor cognitive performance.
However, only a limited number of studies have examined this association in young
populations. Based on the evidence from previous studies, it may be hypothesized
that low serum creatinine and high GFR may influence cardiovascular risk factors
from childhood and is thus linked to adulthood cognitive performance.

2.5 Dementia prevention

The aging population and, thereby, the increasing prevalence of cognitive deficits
highlight the need for risk reduction as a crucial target on the global public health
agenda. The Lancet Commission on Dementia Prevention, Intervention, and Care
proposed that a 40% reduction in the prevalence of dementia would be achieved if 12
different lifestyle or environmental risk factors are eliminated across the lifespan [3].
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Observational studies have identified several potentially modifiable risk factors
for cognitive decline and dementia. Whether the risk factors determine cognitive
health from childhood or only later in adulthood is uncertain. However, no
prospective observational study has comprehensive data from childhood to old age
to systematically assess the associations of the risk factors across different age
windows on cognitive decline or dementia in old age. Moreover, no firm conclusions
on causal relationships can be drawn from observational studies. Therefore, it is also
crucial to conduct randomized clinical trials to examine the effects of interventions
on risk factors to reduce the risk of cognitive decline and dementia. Most of the
previous preventive interventions have been tested in small groups, and usually only
a single lifestyle risk factor was targeted during the intervention [200]. These trials
yielded either negative or modest results.

However, larger randomized trials have also been conducted. Multidomain
interventions that targeted several risk factors and mechanisms simultaneously were
used in these trials. In the FINGER double-blind randomized controlled trial, 1,260
participants aged 60 to 77 years were divided into a 2-year multidomain intervention
(diet, exercise, cognitive training, vascular risk monitoring) or a control group
(general health advice) [201]. In this trial, intervention on several cardiovascular risk
factors was found to be associated with overall cognitive performance in tests
measuring executive function and processing speed as well as improved
cardiovascular risk factor levels in BMI, dietary habits, and physical activity.
However, in two other large (N = 1,680, and N = 3,526) randomized trials among
old-aged participants on several cardiovascular risk factors, no significant
association between intervention and cognitive performance was observed [200].

The future direction in dementia prevention aims at large-scale multidomain
lifestyle intervention. In 2017, the World-Wide FINGER was launched and,
currently, over 40 countries are participating [202]. Its main goal is to reduce the risk
of cognitive decline from at-risk asymptomatic stages to early symptomatic stages.
However, significant attention has been given to the primary prevention of dementia
by treating risk factors in midlife or later. It is important to note that observational
studies have recently found that the roots of cognitive performance begin possibly
in early life or even in childhood. As the neuropathological disease process in
cognitive deficits is known to begin several years or decades before any symptoms
[13], middle-aged or elderly populations are not necessarily the optimal target
populations when aiming to find the means for the primary or primordial prevention
of cognitive deficits.

Having a higher cognitive reserve has been suggested to provide preventive
aspects against cognitive deficits [3]. In individuals with higher cognitive reserve, it
is suggested that early life factors, such as education and leisure activity, may
prevent, or at least postpone, age-associated cognitive decline. These factors should
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thus be the focus of preventive means. The cognitive reserve hypothesis posits that
some individuals have a greater ability to withstand pathologic changes to the brain,
such as accumulation of amyloid protein, as a result of having a greater brain reserve
[15]. Higher levels of education, participation in leisure activities, higher SES, and
baseline intelligence might thus protect against the clinical manifestations of brain
disease [15]. Furthermore, reducing neuropathological damage—such as amyloid or
tau-mediated, vascular or inflammatory—by treating other plausible risk factors is
another possible mechanism for dementia prevention [3]. These other risk factors
include cardiovascular and lifestyle risk factors. Reducing adverse cardiovascular
risk factors or an unfavorable lifestyle early enough during one’s life-course might
thus be paramount in cognitive deficit prevention.

2.6 Summary of the literature review

According to the previous literature, several risk factors are related to cognitive
performance and the risk of dementia. Risk factor reduction may offer plausible
means for the primary and primordial prevention of cognitive deficits or dementias.
Delaying the onset of cognitive impairment and dementias by only a few years could
substantially reduce their prevalence and the concomitant human and economic
burden [202].

Previous studies have presented substantial evidence for the association of
adverse risk factor levels in midlife on cognitive performance. These adverse risk
factors include health factors, such as elevated blood pressure, high total cholesterol,
overweight and obesity, diabetes and impaired fasting glucose, cardiovascular risk
factor accumulation, chronic kidney disease, and serum creatinine. The adverse risk
factors also include behavioral factors, such as low physical activity, smoking,
alcohol consumption, and poor dietary habits. However, it is not possible to evaluate
causal relations based on observational studies. Previous experimental evidence
supports a sufficient causal relation at least between cognitive performance and
elevated blood pressure, high total cholesterol, overweight and obesity, and physical
activity. However, the causal relation especially between serum creatinine and
cognitive performance is uncertain.

It is important to note that evidence of early life adverse risk factor levels on later
life cognitive performance has started to increase recently. Previously, the lack of
this evidence was largely due to missing observational cohorts since early life. The
CARDIA study sheds light on the associations between early adulthood risk factor
levels and midlife cognitive performance. However, recent observations from the
Young Finns Study indicate that the roots of adulthood cognitive performance may
be in childhood. In particular, cardiovascular risk factor accumulation might have an
important role in cognitive health. However, research on cardiovascular risk factor
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accumulation since childhood is scarce. Additionally, the early manifestation of risk
factors, such as elevated blood pressure, obesity, and diabetes, and their
accumulation before becoming clinically apparent might indicate the importance of
primordial prevention of risk factors.

Therefore, as part of the Young Finns Study, this thesis has major advantages in
fulfilling the gaps of knowledge in previous literature. Its unique prospective design,
which covers childhood, adolescence, and midlife, offers research possibilities to
study the early life and adulthood adverse risk factor levels in relation to early midlife
cognitive performance.
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3 Aims

This study’s overarching objective was to underline the so far indistinct longitudinal
associations between cardiovascular risk factors since childhood and cognitive
performance in a healthy middle-aged population. To elucidate the determinants for
midlife cognitive performance and to underline the importance of early identification
of cardiovascular risk factors for adulthood cognitive health, this study aimed A) to
provide novel evidence on the associations of physical activity, blood pressure,
serum lipids, BMI, and serum creatinine levels with cognitive performance in
midlife, and B) to highlight the harmful associations of cardiovascular risk factor
accumulation since childhood with cognitive performance in midlife.

The following are the specific aims of the study:

L to investigate the longitudinal associations of physical activity
accumulation since childhood with cognitive performance in midlife.
IL to study the longitudinal associations of specific cardiovascular risk

factors and their accumulation since childhood with cognitive
performance in midlife.

111 to study the longitudinal associations of clinically normal serum
creatinine in adulthood with cognitive performance in midlife.
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4.1

Materials and Methods

The Cardiovascular Risk in Young Finns Study

The Cardiovascular Risk in Young Finns Study is a national ongoing multicenter
longitudinal population-based study focusing on cardiovascular risk factors from
childhood to adulthood [203]. The original aim of the Young Finns Study was to
assess the risk factors underlying cardiovascular diseases from childhood to
adulthood. The first cross-sectional study was conducted in five Finnish university
cities with medical schools (Turku, Tampere, Helsinki, Kuopio, and Oulu) and their
rural surroundings in 1980. A total of 4,320 Finnish children and adolescents aged
3,6,9,12, 15, and 18 years were randomly selected from the national population
register, of which 3,596 (83.2%) participated in the clinical examinations (49%
male). The follow-up studies were conducted for the whole study population in 1983,
1986, 2001, 2007, and 2011, and for a subsample in 1989 and 1992 (Table 2).

Table 2. The study design and participation rates (%) at each stage of the Young Finns Study.

Year N %  Age cohorts

1989 359 100 3 6 9 12 15 18

1983 2,991 83 6 9 12 15 18 21

1986 2,779 77 9 12 15 18 21 24

1989* 632 12 15 18 21 24 27

1992* 891 15 18 21 24 27 30

2001 2,284 63 24 27 30 33 36 39

2007 2,204 61 30 33 36 39 42 45

2011 2,062 57 34 37 40 43 46 49

*Limitations in the sampling size in 1989 and 1992 do not imply voluntary non-participation. In 1989,
physical examinations and blood tests were gathered only in one centre (Turku). In 1992, the
limitation in the sampling size was due to economic constraints. The table has been adapted and
modified from the work of Raitakari et. al. (2008); Cohort Profile: The Cardiovascular Risk in Young
Finns Study [203] with permission Oxford University Press.
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4.2 Study design

In this thesis, study I aimed to investigate the independent associations of cumulative
exposure to physical activity in childhood (six to 12 years of age), adolescence (12
to 18 years of age), young adulthood (18 to 24 years of age), and adulthood (24 to
37 years) with cognitive performance in midlife. The longitudinal analyses for
physical activity included 2,026 participants who had data on cognitive performance
in midlife.

Study II aimed to identify the trajectories of blood pressure, serum lipids, and
BMI from childhood (nine years of age) to midlife (49 years of age) and to study the
association of individual risk factors as well as cardiovascular risk factor
accumulation with cognitive performance in midlife. The longitudinal analyses for
cardiovascular risk factors included 2,339 to 2,562 participants who had data on
blood pressure, serum lipids, and BMI from childhood to midlife. Of these, 2,026
participants had data on cognitive performance in midlife.

Study III aimed to identify the trajectories of clinically normal serum creatinine
from young adulthood (24 years of age) to midlife (49 years of age) and to study the
role of low serum creatinine on the cardiovascular risk factor profile and on cognitive
performance in midlife. The longitudinal analyses for serum creatinine included
2,177 participants who had data from at least two follow-up studies in adulthood. Of
these, 2,026 participants had data on cognitive performance in midlife.

4.3 Cognitive performance

During the latest follow-up examination in 2011, the Cambridge Neuropsychological
Test Automated Battery (CANTAB®, Cambridge Cognition, Cambridge, United
Kingdom) was used to assess the cognitive performance of participants aged 34 to
49 years (N = 2,026) [18]. The CANTAB® is a computerized, predominantly
nonlinguistic, and culturally neutral test focusing on a wide range of cognitive
domains. It is performed using a validated touchscreen computer system. The full
test battery includes 24 individual tests, from which a suitable test battery for each
particular study may be selected. In the Young Finns Study, the test battery was
selected so that it could be accomplished in 20 to 30 minutes and that it included
tests sensitive to aging [204,205]. The tests in the Young Finns Study measured
several cognitive domains: (a) short-term memory, (b) spatial working memory, (c)
problem solving, (d) reaction time, (e) attention, (f) rapid visual processing, (g)
visual memory, (h) episodic memory, and (i) visuospatial learning.

Cognitive testing was performed during the clinical examination. Due to the
blood sampling included in the study protocol, the subjects came to the examinations
after fasting for at least 12 hours. They were instructed to avoid smoking and heavy
physical activity as well as to avoid drinking alcohol and coffee during the previous
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evening and the morning before the examinations. Before cognitive testing, the
subjects were provided with a light snack, including a whole grain oat-based snack
biscuit, a small portion of fruit or berry oatmeal, and weak fruit or berry juice.

During cognitive testing, a motor screening test, measuring psychomotor speed
and accuracy, was conducted first. In this study, the motor screening test was
considered a training procedure in which the participants were introduced to the
equipment used in the testing and a screening tool to point out any difficulties in
vision, movement, comprehension, or their ability to follow simple instructions.
During the motor screening test, a series of red crosses were shown in different
locations on the screen, and the participants were advised to touch, as quickly as
possible, the center of the cross every time it appeared.

The Paired Associates Learning (PAL) test was used to assess visual and
episodic memory as well as visuospatial associative learning, containing aspects of
both delayed-response procedure and conditional learning. During the PAL test, one,
two, three, six, or eight patterns were displayed sequentially in boxes placed on the
screen. After, the patterns were presented at the center of the screen, and the
participants were supposed to point to the box in which the particular pattern was
previously seen. The test moves on to the next stage if all the patterns are placed in
the right boxes. In the case of an incorrect response, all the patterns are redisplayed
at their original locations, and another recall phase is followed. The test is terminated
if the patterns are still incorrectly placed after 10 presentation and recall phases.

The Spatial Working Memory (SWM) test was used to measure the participants’
ability to retain spatial information and manipulate the items stored in their working
memory, problem solving, and the ability to conduct a self-organized search strategy.
During this test, the participants were presented with randomly distributed colored
boxes ranging in number from four to eight. After, the participants were supposed to
search for tokens hidden in the boxes. When a token was found, it was supposed to
be moved to fill an empty panel on the right-hand side of the screen. Once the token
was moved from the box, the participant had to recall that the computer would never
hide a new token in a box that previously contained one; therefore, the participants
were not supposed to revisit the same boxes again.

The Reaction Time (RTI) test assessed the participants’ speed of response and
movement on tasks where the stimulus was either predictable (a simple location task)
or unpredictable (a five-choice location task). In the first part of this test, a large
circle was presented at the center of the screen, and the participants were supposed
to press a button on a press pad until a small yellow spot appeared in the large circle.
When the yellow spot appeared, the participants were supposed to touch the spot as
soon as possible with the same hand that was pressing the button on the press pad.
In the second part of the test, the same task was performed, except that, in this part,
five large circles were presented on the screen, and the small yellow spot could
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appear in any of the five circles. Again, the participant was supposed to touch, as
soon as possible, the yellow spot with the hand pressing the button on the press pad.

The Rapid Visual Information (RVP) test was used to assess visual processing,
recognition, and sustained attention. In this test, the participants were presented with
a number sequence (e.g., 3, 5, 7) next to a large box, where numbers appeared in a
random order. Whenever a particular sequence was presented, the participants were
supposed to press a button on a press pad. At the beginning, the participants were
given visual cues (i.e., colored or underlined numbers) to help them recognize the
particular sequence. The cues were removed as the test progressed.

Each of the CANTAB® tests produced several variables. To reduce the number
of variables and identify the components accounting for the majority of the variation
in the cognition dataset, principal component analysis was conducted. It was selected
because it allows the identification of the main sources of variation in
multidimensional data without losing important information and without introducing
inherent bias due to subjectivity. For all tests, principal component analyses were
performed separately. The first components resulting from these analyses were
considered to represent cognitive performance related to a particular domain. After
creating the overall and test-wise principal components, their distributions were
analyzed. The component for the motor screening test was excluded from further
analyses because it did not discriminate between the subjects, indicating a ceiling
effect. All the other components were normalized based on the rank order
normalization procedure, resulting in four separate variables, each with a mean value
of zero and a SD of one. After, the principal components were transformed so that a
greater value in the principal component indicates better cognitive performance (for
example, a higher value in the component for reaction time indicates better
performance, not a longer reaction time). All the available data for each cognitive
test were used in the analyses, and therefore, the number of participants varied
between the models (177 were excluded due to technical reasons; 51 refused to
participate in all or some of the tests).

4.4 Physical examination

Physical examination was included in all follow-up studies. Blood pressure was
measured from the right-side brachial artery with a standard mercury
sphygmomanometer in 1980 and 1983 and a random zero sphygmomanometer
(Hawksley & Sons Ltd.; Lancing, UK) in 1986, 1989, 1992, 2001, 2007, and 2011
follow-ups in a sitting position after five minutes of rest. Korotkoff’s fifth phase
was used as the sign of diastolic blood pressure and the first phase as the sign of
systolic blood pressure. Readings to the nearest even number of millimeters of
mercury were performed at least thrice on each subject. The average of these
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measurements was used in the analysis. Weight was measured in light clothes
without shoes with a digital scale, with an accuracy of 0.1 kg, and height was
measured with a wall-mounted stadiometer (Karhu, Finland) with 0.5 cm accuracy.
BMI was calculated as weight (kg) / height (m?).

4.5 Questionnaires

The annual gross income was considered an indicator of SES in childhood [206].
The participants’ parents reported the annual income of the family in childhood at
the baseline examination in 1980. Four annual family income strata at the time of
baseline were determined and converted into their present-day value: 1) <17,000
Euros; 2) 17,000-27,000 Euros; 3) 27,001-34,000 Euros; 4) >34,000 Euros.

Adulthood education is considered an indicator of SES in adulthood. Education
was queried in follow-up studies in 2001, 2007, and 2011. The maximum years of
education was determined as a continuous variable from self-reported data
concerning the total years of education attained until 2011.

Childhood school performance was considered a proxy for childhood cognitive
ability. School performance, expressed as grade point average (i.e., the mean grade
of all individual school subjects at baseline or either of the two subsequent follow-
ups for those participants who were not of school age at baseline), was also queried.

Cigarette smoking was ascertained as part of a self-administered questionnaire
throughout the follow-up studies among participants aged 12 years and older. Data
on smoking status were dichotomized into smokers and nonsmokers. Those who
reported having a smoking habit at any of the follow-up phases at the ages between
12 and 24 years were classified as early life smokers. Those who reported current
smoking in any of the adulthood follow-up studies (2001, 2007, or 2011) were
classified as adulthood smokers.

Dietary habits were assessed in adulthood follow-up studies with a detailed
quantitative food frequency questionnaire that provided an estimate of food
consumption in grams per day [207]. The intake goals defined by the AHA [94] was
used and are expressed for a 2000-kcal diet. Therefore, the intake goals according to
the participants’ total energy intake were scaled. Then, the achievement of the five
AHA ideal dietary goals was dichotomized: >450 grams per day of fruits and
vegetables, >2 100g servings per week of fish, >3 30g servings per day of whole
grain rye bread, sodium <1500 mg/d, and <450 kcal of sugar-sweetened beverages
per week. A diet score (ranging from zero to five points) was calculated based on the
number of ideal dietary goals achieved.

In the follow-up studies in 2001, 2007, and 2011, data on antihypertensive and
dyslipidemia medication use were obtained from questionnaires. There were no
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participants that used antihypertensive or dyslipidemia medications in childhood but
not in adulthood.

4.6 Physical activity

Physical activity was measured with a standardized self-administered questionnaire
in all the study phases from the age of nine (Tables 3 and 4) and with a questionnaire
administered by the parents for participants aged between three and six years (Table
5). Between 1980 and 1989, the questionnaire included questions concerning the
participants’ frequency and intensity of leisure-time physical activity, participation
in sports-club training, participation in sport competitions, and habitual way of
spending leisure time (Table 3 shows the questions assessing physical activity and
the creation of the physical activity index (PAI) between 1980 and 1989).
Participation in sports competitions was dichotomized (no = 1 and yes = 2), while
all the other items were recoded from inactivity or very low activity (1) to regular or
vigorous activity (3). Subsequently, the sum of all the items was calculated to form
a PAI with scores ranging from five to 14 [208]. In the follow-ups from 1992 onward,
the physical activity questionnaire comprised items on the frequency and intensity
of physical activity, frequency of vigorous physical activity, hours spent on vigorous
physical activity, average duration of a physical activity session, and participation in
organized physical activity (Table 4 shows the questions assessing physical activity
and the creation of the PAI between 1992 and 2011). Similar to previous data, each
item was recoded from one to three, and the sum of the items was again calculated
as the PAI, with scores ranging from five to 15 [208]. The validation of the physical
activity data has been done in previous Young Finns Study studies [208-210]. The
results from the validation analyses indicate that the Young Finns Study physical
activity questionnaire is an acceptably valid subjective measure of physical activity,
as there was a significant moderate correlation between PAI and the average number
of daily pedometer steps (correlation coefficients 0.25-0.31) [209] even though the
pedometer does not measure all the possible aspects of physical activity, such as
swimming and cycling. The reliability analyses conducted on the Young Finns Study
physical activity questionnaire data showed significant correlations that varied
between 0.44 and 0.69 among females, and between 0.49 and 0.76 among males in
1980 [208]. Similarly, in 2001, the significant correlations varied between 0.59 and
0.85 among females, and between 0.74 and 0.85 among males [208]. In addition, a
metabolic equivalent index was calculated from the product of intensity * frequency
* duration and commuting physical activity [210].
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Table 3. The assessment of physical activity and creation of the physical activity index (PAI) in
1980-1989.

Question in the questionnaire Code for PAI

How often do you engage in leisure-time physical activity at least half an
hour per time?

Not at all 1
Less than once a month 1
Once a month 1
2-3 times a month 1
Once a week 2
Once a week 2—6 times a week 2
Every day 3

How much are you breath-taking and sweating when you engage in
physical activity and sport?

Not at all 1
Moderately 2
A lot of 3

How many times a week do you usually engage in the training sessions of
sports clubs?

Not at all 1
Occasionally 1
Less than once a month 1

Once a month or more 2
Once a week 2
Many hours and times a week 3
Do you participate in regional or sports clubs level competitions?
No 1
Yes 2

What do you usually do in your leisure time?

| am usually indoors and read or do something like that 1

| spend my time indoors and outdoors, outdoors | usually walk or spend 2

time with my friends

| am usually outdoors and exercise rather much 3
PAI TOTAL, range 5-14

Reproduced from the original publication | in the Medicine and Science in Sports and Exercise
with permission of Wolters Kluwer Health, Inc.
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Table 4. The assessment of physical activity and creation of the physical activity index (PAI) in

1992-2011

Question in the questionnaire

Code for PAI

How much are you breath-taking and sweating when you engage in

physical activity and sport?
Not at all
Moderately
A lot of

How often do you engage in intensive physical activity?

Not at all

Once a month or more
Once a week

2-3 times a week

4-6 times a week

Every day

How many hours a week do you engage in intensive physical activity?

Not at all

Hour a week

1 hour a week
2-3 hours a week
4-6 hours a week

Over 7 hours a week

How long time do you usually spend for physical activity?

Less than 20 min
20—-40 min
40-60 min
More than 60 min
Do you participate in organized physical activity?
Not at all
Occasionally
Regularly about once a week
Many hours and times a week
PAI TOTAL, range

w NN

w NN

2
3
5-15

Reproduced from the original publication | in the Medicine and Science in Sports and Exercise

with permission of Wolters Kluwer Health, Inc.
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Table 5. The assessment of physical activity and creation of the physical activity index (PAI) in
1980-1983 among 3- and 6-year-old participants

Question in the questionnaire Code for PAI

How many hours does your child spend time playing outdoor daily in
winter?

1-2 1
34
25

How many hours does your child spend time playing outdoor daily in
summer?

1-5 1
6—7 1
28 2

How physically active your child is while playing outdoors compared to
other children?

Much less active

N

Less active
Similarly active

More active

w W N -

Much more active

Does your child play such vigorously that playing makes him/her to sweat
or to feel breathlessness?

Never

RN

Sometimes

Quite often

w w N

Almost always

Does your child enjoy playing mostly?
Indoors 1
Outdoors 2
As much both 3

How is your child compared to other children?
Inactive 1
Sometimes active / sometimes inactive 2

Lively and active 3
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Is your child interested or has he/she been encouraged to participate in
physical activity or sport?

No 1
Yes 2
What kind of activities does your child participate? *
0 1
1
2-6
PAI TOTAL, range 5-15

* Parents reported freely three activities that the child participated most often. The activities were
coded (1 or 2) according to their strenuousness. The number of strenuous activities was used to
define the points given to the child on this question. Reproduced from the original publication I in
the Medicine and Science in Sports and Exercise with permission of Wolters Kluwer Health, Inc.

4.7 Genetic analyses

Genotyping was performed for 2,443 participants using a custom build Illumina
Human 670k BeadChip at the Welcome Trust Sanger Institute. The genotypes were
called using the Illuminus clustering algorithm [211]. The genotype imputation was
done using the Beagle software [212] and the Sequencing Initiative Suomi as
reference data. A polygenic risk score for cognitive performance (hereafter
polygenic risk score) was calculated using LDpred, a Bayesian method that estimates
posterior mean causal effect sizes from genome-wide association study summary
statistics by assuming a prior for the genetic architecture and linkage disequilibrium
information from a reference panel [213]: an infinitesimal fraction of the causal
variants was assumed, and the summary statistics from Savage et al. [214] genome-
wide association study for intelligence were used. The linkage disequilibrium
between the markers was estimated from the Sequencing Initiative Suomi data. The
polygenic risk score was used as a proxy for childhood cognitive performance in
Study II.

APOE alleles (g2, €3, e4) were determined based on single nucleotide
polymorphisms (SNPs) rs7412 and rs429358 haplotypes [215]. Genomic DNA was
extracted from peripheral blood leukocytes using the QIAamp DNA Blood Minikit
and automated biorobot M48 extraction (Qiagen, Hilden, Germany). Genotyping
was performed using the Tagman SNP Genotyping Assays (C_ 904973 10,
C 3084793 20) and the ABI Prism 7900 HT Sequence Detection System (Applied
Biosystems, Foster City, CA, USA). For quality control, water controls, random
duplicates, and known control samples were run in parallel with unknown DNA.
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4.8 Biochemical analyses

Venous samples were drawn from the right antecubital vein after a 12-h overnight
fast. In 1980, an aliquot for serum lipid analyses was stored at -25°C until analysis.
All the lipid determinations were done in duplicate and in the same laboratory. The
total cholesterol concentrations were measured using a fully enzymatic CHOD-PAP
method (Boehringer Mannheim, Mannheim, Germany) with OLLI 3000 and Kone
CD analyzers (Kone Co., Espoo, Finland). In 1980, serum high-density lipoprotein
(HDL) cholesterol concentrations were measured from the supernatant after
precipitation of very low-density lipoprotein, intermediate-density lipoprotein, and
low-density lipoprotein (LDL) particles with dextran sulphate-MgCl2 (Pharmacia,
Uppsala, Sweden). All the analyses were performed as simultaneously as possible in
the laboratory of the Rehabilitation Centre of the Social Insurance Institution, Turku,
Finland. The LDL cholesterol concentration was calculated using the Friedewald
formula [216] for participants with triglycerides <4 mmol/L.

In the adulthood follow-ups conducted in 2001, 2007, and 2011, serum or plasma
was separated and stored at -70 °C until analysis. In 2001, all the analyses were
performed in the laboratory of the Research and Development Unit of the Social
Insurance Institution, and in 2007 and in 2011 in the laboratory for the Population
Research of the National Institute for Health and Welfare, Turku. The serum total
cholesterol and triglyceride concentrations were determined enzymatically
(Olympus System Reagent; Olympus Diagnostica GmbH, Hamburg, Germany) in a
clinical chemistry analyzer (AU400; Olympus Optical Ltd, Mishima, Japan). HDL
cholesterol was analyzed after the precipitation of very low-density lipoprotein
cholesterol and LDL cholesterol with dextran sulphate-MgCl,. The concentration of
LDL cholesterol was calculated using the Friedewald formula [216] for participants
with triglycerides <4 mmol/l. Because of the changes in determination methods and
kits across the study years, the lipid levels from 1980 and triglycerides from 2007
were corrected using correction factor equations to correspond with the samples
taken in 2001 [217]. No correction equations were needed for the 2007 and 2011
total cholesterol, LDL cholesterol, and HDL cholesterol values.

Serum creatinine was determined spectrophotometrically (Creatinine reagent,
Olympus, Ireland) on an AU400 analyzer (Olympus, Japan) in three follow-up
studies during adulthood and midlife (2001, 2007, and 2011). GFR was estimated
using the CKD-EPI serum creatinine-based equation [163].

In 1980, serum insulin was measured by modifying the immunoassay method of
Herbert et al. [218]. In 2001, 2007, and 2011, serum insulin was measured using the
microparticle enzyme immunoassay kit (Abbott Laboratories, Diagnostic Division,
Dainabot, Japan). The serum glucose concentrations were determined by the
enzymatic hexokinase method (Glucose System Reagent, Beckman Coulter
Biomedical O’Callaghan’s Mills, Ireland) on an automatic analyzer (AU400,
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Olympus, Tokyo, Japan). Due to changes in methods or reagents between 2001 and
2007, the glucose levels in 2007 were corrected to the 2001 levels: (glucose (2007)-
0.0235)/0.9471).

The concentration of glycated hemoglobin (HbAlc) was assayed with an
immunoturbidimetric method (Hemoglobin Alc assay, Abbot, USA) on an Architect
ci8200 analyzer (Abbott) [219]. Insulin resistance and sensitivity was estimated
using the Homeostatic Model Assessment of Insulin Resistance formula, which was
calculated as fasting insulin (mU/l) multiplied by fasting glucose (mmol/l) divided
by 22.5.

4.9 Definition and assessment of impaired fasting
glucose and type 2 diabetes

The classification of impaired fasting glucose and type 2 diabetes was based on the
criteria defined by the WHO [85]. The participants were classified as having
impaired fasting glucose if they had fasting serum glucose >6 mmol/l to <7 mmol/l.
They were classified as having type 2 diabetes if they had a fasting serum glucose >
7.0 mmol/l, had an HbA1c level of 248 mmol/mol (=6.5%), reported receiving oral
hypoglycemic agents and / or insulin injections, and did not have type 1 diabetes or
reported a diagnosis made by a physician. Furthermore, the diagnoses of type 2
diabetes were obtained from the questionnaires and register data. Data on the
diagnosis of type 1 diabetes were assessed by a self-report questionnaire.

410  Ethics

The Young Finns Study was approved by the 1% ethical committee of the Hospital
District of Southwest Finland and by local ethical committees (1% Ethical Committee
of the Hospital District of Southwest Finland, Regional Ethics Committee of the
Expert Responsibility area of Tampere University Hospital, Helsinki University
Hospital Ethical Committee of Medicine, The Research Ethics Committee of the
Northern Savo Hospital District and Ethics Committee of the Northern Ostrobothnia
Hospital District) [215]. The study protocol of each study phase corresponded to the
WHO proposal. All the present subjects gave written informed consent, and the study
was conducted in accordance with the Helsinki Declaration. At prior follow-ups of
the Young Finns Study, informed consent of every participant under the age of 18
was obtained from a parent and / or legal guardian.
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4.11 Statistical analyses

All the statistical analyses were performed using SAS 9.4 (SAS Institute Inc. Cary,
North Carolina, USA). A 2-tailed P-value < 0.05 was considered the level of
statistical significance. The Wilcoxon rank sum test and the y*-test were used to study
the differences between the participants and non-participants in age and sex. Due to
significant differences in age and sex, all the other analyses were adjusted for age
and sex. Linear regression models were used for continuous variables, and logistic
regression for binary variables. The values of serum triglycerides were logio
transformed before analyses due to skewed distributions.

In studies II and III, to identify the subgroups of the Young Finns Study
participants who shared similar underlying trajectories between nine and 49 years of
age and in serum creatinine between 24 and 49 years of age, the heterogeneity in the
longitudinal development of systolic and diastolic blood pressure, serum lipids,
BMI, and serum creatinine was investigated using the group-based trajectory
modeling performed with the SAS PROC TRAJ procedure [220]. The PROC TRAJ
procedure uses the maximum likelihood estimation method, which handles
incomplete data without listwise deletion. The diagnostics of model accuracy for
each risk factor was based on standard criteria [221], which are the Bayesian
Information Criterion (BIC), indicating the models’ goodness of fit, and the posterior
probability, indicating internal reliability. The BIC values were compared with the
preceding simpler models (fewer amount of trajectory groups or lower term), and
2*ABIC > 10 was considered a significant change indicating better goodness of fit.
Trajectory analysis produces each participant a posterior probability (from O to 1) of
belonging to a specific trajectory group. Based on posterior probabilities, the
participants were assigned to the trajectory group where they had the highest
posterior probability. A mean average posterior probability of 0.70 was set as a cut-
off point to indicate that the trajectory encompasses participants with similar risk
factor patterns and discriminates those with a different pattern [221].

Study |

To utilize all the available repeatedly measured physical activity exposure data, the
area under the curve (AUC) for continuous PAls was evaluated to indicate a long-
term exposure to physical activity [222]. The subject-specific curves for PAI was
estimated using the mixed model regression splines [223]. The covariance structure
for the longitudinal setting was modeled by allowing for subject-specific regression
spline coefficients, which were incorporated as random effects into the model. To
avoid overfitting, the number of knots was reduced (two knots on the calendar time
from 1980 to 2011) for the subject-specific part from that of the fixed effect part
(four knots on age from three to 34 years). The mean profile was allowed to vary
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across birth cohorts and sex in terms of possibly different fixed effects parts. Similar
to the approach of Lai et al. (2014) [222], the AUC was evaluated as a measure of a
long-term accumulation of the PAls. The AUC variable for PAI was defined
separately for childhood (six to 12 years), adolescence (12 to 18 years), young
adulthood (18 to 24 years), and early life (six to 24 years). For interpretability, the
AUC variables were standardized, resulting in normally distributed variables with
mean zero and SD one.

Due to the longer intervals between the adulthood follow-up studies, applying
the AUC approach for the adulthood physical activity exposure would have required
more estimation and negatively affected the reliability of the AUC variables for
adulthood physical activity. Therefore, the AUC approach was not applied to
calculate adulthood physical activity exposure. To evaluate physical activity
exposure in adulthood (between ages 24 to 37 years), an average value of the PAI
was calculated over the adulthood follow-up period (follow-up years: 2001-2011),
during which each subject had one to three PAI assessments. Subjects with one
adulthood PAI assessment (N = 695) were not excluded from the analyses, as
physical activity has previously been reported to remain stable in adulthood [224].
For interpretability, the adulthood physical activity variable was standardized,
resulting in normally distributed variable with mean 0 and SD 1.

Linear regression analyses were conducted to investigate the associations of
childhood, adolescence, young adulthood, and adulthood physical activity with
midlife cognitive performance. All the regression analyses were conducted as
multivariable models using the standardized principal components for cognitive
performance as outcome variables and adjusting first for sex, age, childhood SES,
and physical activity exposure in adulthood for the age window between 6 and 24,
as well as for physical activity exposure in childhood for adulthood (Model 1).
Afterwards, all the analyses were further adjusted for childhood school performance,
education, systolic blood pressure, serum total cholesterol, and BMI at the time of
cognitive testing (Model 2). The possible effect modification of age and sex for the
studied associations were analyzed by adding the interaction terms (sex * physical
activity, age * physical activity) into the fully adjusted models (Model 2).

Study I

In systolic and diastolic blood pressure, serum lipids, and BMI trajectory analyses
participants who used antihypertensive (N = 273) or dyslipidemia medication (N =
100) in adulthood follow-ups were excluded from the risk factor-specific trajectory
modeling analyses. The serum triglyceride measurements above 10 mmol/l were
excluded from the triglyceride trajectory modeling analyses. The BMI measurements
obtained during participants’ pregnancies were excluded from the BMI trajectory
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modeling analyses. All other participants were included in trajectory analyses but,
for reliability, minimum of three measurements were required with at least one being
from childhood and adolescence (nine to 18 years of age) and at least one from
adulthood (21 to 49 years of age). None of the risk factors were normally distributed
within the age group, and therefore the risk factors were first normalized using rank
order normalization procedure within the age groups resulting in normally
distributed components each with mean zero and SD one. At the first step in
trajectory modeling, the number of trajectories was decided by using quadratic
model. The choice of the number of trajectory groups were based on goodness of fit
(2*ABIC), proportion of subjects classified in each group with a posterior probability
>(0.70, and values of mean posterior class membership probabilities as well as
clinical plausibility. For meaningful statistical analyses linking risk factor
trajectories and cognitive performance, frequency of >5% was preferred for the
trajectory groups (not applicable for BMI due to clinical and statistical aspects).
Finally, the shape of each trajectory group was decided by comparing goodness of
fit (2*ABIC) between quadratic and cubic order term. These steps resulted in seven
individual trajectory models for systolic and diastolic blood pressure, serum lipids,
and BMI (Figures 2 to 8) with adequate fit to data, good classification accuracy and
a strong clinical interpretability. Sex-specific trajectory modeling was performed for
each risk factor (Figures 2 to 8), and the results were similar to the analyses for all
participants. Therefore, to increase the statistical power the analyses for cognitive
performance were conducted among all participants.

Linear regression analyses were conducted to investigate the associations for
cardiovascular risk factor trajectory groups and midlife cognitive performance. All
regression analyses were conducted as multivariable models using the standardized
principal components for cognitive performance as outcome variables and adjusting
for age, sex, and polygenic risk score. Furthermore, fully adjusted model included
additionally other adulthood cardiovascular risk factors (systolic blood pressure,
serum total cholesterol, BMI, serum fasting glucose, smoking, physical activity, and
diet). Additionally, all analyses were further adjusted for childhood school
performance, childhood SES, and education.

The analyses for cardiovascular risk factor trajectories were adjusted for other
adulthood risk factors, and therefore, a mean value of the measurements in adulthood
follow-up studies (follow-up years 2001, 2007, and 2011) was calculated for PAI
indices, diet scores and other cardiovascular risk factor covariates (systolic blood
pressure, serum total cholesterol, BMI, and serum fasting glucose) to indicate
longitudinal exposure.
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Study Il

In the Young Finns Study, the serum creatinine levels were measured only in the
adulthood follow-up studies. To ensure that only those participants with clinically
normal serum creatinine were included in the trajectory modeling, those with self-
reported (N = 12) and register-based diagnosis (N = 12) of kidney disease, and those
with eGFR <60ml/min/1.73m? in any of the follow-up studies (N = 6) were excluded
(total N = 30). Furthermore, the single serum creatinine measurements obtained after
kidney injury (N = 4) or during the participants’ pregnancy [175] (N = 74) were
excluded from the trajectory modeling analyses. Finally, all the participants with at
least two of the three serum creatinine measurements were included in the trajectory
analyses. The number and shape of the trajectory groups were decided based on
clinical plausibility and standard criteria: the BIC, indicating the goodness of fit of
the models, and posterior probability, indicating internal the reliability of each
participant belonging to a specific trajectory group. The participants were assigned
to the trajectory group where they had the highest posterior probability to belong.
For meaningful statistical analyses linking serum creatinine trajectories and
cognitive performance, a frequency of >5% was preferred for the trajectory groups.
Lastly, the individual trajectory models for serum creatinine in men and women were
formed (Figure 9) with adequate fit to data, good classification accuracy, and a strong
clinical interpretability.

The analysis of variance or the Kruskal-Wallis test was used for continuous
variables, and the Cochran-Mantel-Haenszel test for categorical variables to
investigate the risk factor levels between the trajectory groups. Linear regression
analyses were conducted to investigate the associations between sex-stratified serum
creatinine groups and midlife cognitive performance. All the regression analyses
were conducted as multivariable models using the standardized principal
components for cognitive performance as outcome variables. The analyses between
serum creatinine groups and midlife cognitive performance were first adjusted for
age, childhood school performance, and education (Model 1). Subsequently, the
analyses were further adjusted for APOE, systolic blood pressure, serum total
cholesterol, BMI, smoking, physical activity, diet, antihypertensive medication, and
diabetes and impaired fasting glucose (Model 2). The possible effect modification of
age as well as those risk factors known to associate with glomerular hyperfiltration
or serum creatinine (systolic blood pressure, BMI, smoking, physical activity, diet,
antihypertensive medication, diabetes and impaired fasting glucose, Homeostatic
Model Assessment of Insulin Resistance, and HbAlc) for the studied associations
were analyzed by adding the multiplicative interaction terms (e.g., age * serum
creatinine groups, systolic blood pressure * serum creatinine groups) into the fully
adjusted models (Model 2).
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5 Results

5.1 Characteristics of the study population (I-Ill)

Of the 3,596 Young Finns Study participants at baseline in 1980, 2,062 attended the
clinical examination in 2011, out of which 2,026 attended the cognitive testing
(1,104 women and 922 men; age 10.8 years at baseline and 41.8 years at cognitive
testing). The characteristics of the study population who participated in the cognitive
testing of the latest Young Finns Study 31-year follow-up study in 2011 are
presented in Table 6.

In the 2011 follow-up study, men had a worse risk factor profile than women.
Specifically, men had lower childhood school performance, fewer years of education
in adulthood, more smoking in early life and adulthood, and more dyslipidemia
medication use. Furthermore, men had adverse levels in systolic and diastolic blood
pressure, total cholesterol, LDL cholesterol, HDL cholesterol, triglycerides, BMI,
physical activity index, and diet score. Additionally, men had higher serum
creatinine and higher eGFR levels.

In cognitive testing, the male sex was directly associated with short-term
working memory (SWM test), reaction and movement time (RTI test), and visual
processing and sustained attention (RVP test) compared to the female sex in the age-
and education-adjusted analyses (Table 7). Furthermore, in the age and education-
adjusted analyses, compared to male sex, a weak direct association between female
sex and episodic memory and associative learning (PAL test) was observed (Table
7).

The representativeness of the study population participating in the cognitive
testing was examined by comparing the study baseline (1980) data between the
participants and non-participants (Table 8). The participants lost to the follow-up
were more often men and younger and, therefore, further attrition analyses were
adjusted for age and sex. The non-participants originated from families with lower
income, had lower childhood school performance, and higher childhood diastolic
blood pressure. No other differences were observed.
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Table 6. Characteristics of the study population participating in cognitive testing in 2011.

Women Men

Background characteristics N All (N =1,104) (N =922) P value
Age 2,026

At baseline 10.8 (5.0) 10.9 (5.0) 10.7 (5.0) 0.421

At cognitive testing 41.8 (5.0) 41.9 (5.0) 41.7 (5.0) 0.421
Family income at baseline, n (%) 1,956 0.872

<17,000 euros/year 512 (26.2) 283 (26.6) 229 (25.7)

17,000 — 27,000 euros/year 575 (29.4) 305 (28.6) 270 (30.3)

27,000 — 37,000 euros/year 425 (21.7) 234 (22.0) 191 (21.5)

>37,000 euros/year 444 (22.7) 244 (22.9) 200 (22.5)

Childhood school performance, grade 1,777 7.77 (0.72) 7.94 (0.68) 7.56 (0.71)  <0.0001
point average

Years of education in adulthood 1,928 14.9 (2.8) 15.2 (2.7) 14.6 (2.8) <0.0001
Smoking earlier in life, n (%), yes 1,968 544 (27.6) 253 (23.5) 291 (32.6) <0.0001
Smoking in adulthood, n (%), yes 2,017 494 (24.5) 233 (21.1) 261 (28.6) 0.0001

Adulthood antihypertensive 2,018 221 (11.0) 122 (11.1) 99 (10.8) 0.863
medication use, n (%), yes
Adulthood dyslipidemia medication 2,018 87 (4.3) 29 (2.6) 58 (6.3) <0.0001

use, n (%), yes

Apolipoprotein E €4 carriers, N (%) 1,909 680 (35.6) 366 (34.8) 314 (36.6) 0.421
yes

Cardiovascular risk factors at the time of cognitive testing

Systolic blood pressure, mmHg 2,019 118.9 (14.1) 115.6 (13.8) 122.9 (13.3) <0.0001
Diastolic blood pressure, mmHg 2,019 74.9 (10.5) 72.4 (9.5) 77.8(10.8)  <0.0001
Total cholesterol, mmol/l 2,008 5.18 (0.95) 5.07 (0.88) 5.32 (1.01)  <0.0001
LDL cholesterol, mmol/l 1,961 3.27 (0.83) 3.14 (0.75) 3.43(0.89) <0.0001
HDL cholesterol, mmol/l 2,006 1.33 (0.33) 1.43 (0.33) 1.20 (0.30)  <0.0001
Triglycerides, mmol/l 2,008 1.34 (1.23) 1.13 (1.21) 1.58 (1.21)  <0.0001
Body mass index, kg/m? 2,020 26.53 (6.07) 26.14 (5.53) 27.00 (4.42) <0.0001
Physical activity index 1,852 9.0 (1.9) 9.1 (1.9) 8.9 (1.9) 0.012

Diet score 1,429 2.1 (0.9) 2.3 (0.9) 1.9 (0.8) <0.0001
Serum creatinine, pmol/l 1,996 76.95(12.78) 70.20 (9.04)  84.92 (11.93) <0.0001
Estimated GFR, ml/min/1.73 m? 1,996 94.81 (12.45) 92.90 (12.75) 97.07 (11.71) <0.0001

Values are means (SD) for the continuous variables and numbers (percentages) for categorical
variables. The student’s t-test or the Wilcoxon rank sum test was applied for analyses for continuous
variables. Associations between categorical variables were studied with the x? test. Socioeconomic
status in childhood was defined as in four different strata that were dependent on an annual income
of the family at baseline in 1980. Childhood school performance was defined as grade point average
(range 4-10), i.e., mean of grades in all individual school subjects at baseline or either of the two
subsequent follow-ups for those participants who were not of school age at baseline. Years of
education was determined as a continuous variable from self-reported data on total years of
education attained in adulthood until the year 2011. Early life smoking status was dichotomized into
daily smokers (daily smoking in any of the early life follow-up time points between 12 and 24 years
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of age) and nonsmokers. Adulthood smoking status was dichotomized into daily smokers (daily
smoking in any of the adulthood follow-up studies 2001, 2007, or 2011) and nonsmokers. The
participants reporting use of antihypertensive or dyslipidemia medication in any adulthood follow-
up studies were defined as those with antihypertensive dyslipidemia medication use. APOE ¢4
carriers were the participants with either one or two €4 alleles, while the non-carriers were those
without any €4 allele. Physical activity was assessed with a standardized questionnaire and a
physical activity index was calculated (range 5-15). The diet score in adulthood was based on
intake levels of ideal five dietary metrics (range 0-5): fruits and vegetables, fish, whole grains,
sodium, and sugar-sweetened beverages. Glomerular filtration rate (GFR) was estimated using the
Chronic Kidney Disease-Epidemiology Collaboration (CKD-EPI) serum creatinine-based equation.
LDL = low-density lipoprotein. HDL = high-density lipoprotein.

Table 7. Cognitive components.

Women Men

(N=1,104) (N =922) N, model P value
Paired Associates Learning test 0.05 (0.99) -0.06 (1.01) 1,756 0.067
Spatial Working Memory test -0.16 (0.96) 0.20 (1.01) 1,914 <0.0001
Reaction Time test -0.18 (0.94) 0.22 (1.03) 1,731 <0.0001

Rapid Visual Information Processing test ~ -0.06 (0.97) 0.07 (1.03) 1,879 <0.0001

Values are means (SD) for continuous variables and n (%) for categorical variables. Cognitive
components were standardized; mean = 0, SD = 1. P values are from linear regression models
which were adjusted for age and education. A principal component analysis was used to calculate
components indicating episodic memory and associative learning (Paired Associates Learning
test), short-term working memory (Spatial Working Memory test), reaction and movement time
(Reaction Time test), and visual processing and sustained attention (Rapid Visual Information
Processing test) in the Cambridge Neuropsychological Test Automated Battery (CANTAB®).
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Table 8. Comparison of the cognitive testing between the participants and the non-participants.

Participants Non-participants

N (N =2,026) (N =1,570) P value

Sex 3,596 <0.0001

Women 1,832 1,104 (54.5) 728 (46.4)

Men 1,764 922 (45.5) 842 (53.6)
Age at baseline (1980) 3,596 10.8 (5.0) 9.9 (4.9) <0.0001
Family income at baseline, n (%) 3,453 0.0004

<17,000 euros/year 950 512(26.2) 438 (29.3)

17,000-27,000 euros/year 1,054 575 (29.4) 479 (32.0)

27,000-37,000 euros/year 734  425(21.7) 309 (20.6)

>37,000 euros/year 715 444 (22.7) 271 (18.1)
Childhood school performance, grade 3,070 7.77 (0.73) 7.65 (0.74) 0.0001
point average
Years of education in adulthood (follow- 2,604 14.7 (3.1) 14.0 (3.1) 0.883
up year 2001)
Smoking earlier in life, n (%), yes 3,379 544 (27.6) 397 (28.1) 0.837
Apolipoprotein E €4 carriers, N (%) yes 2,643 680 (35.6) 273 (37.2) 0.485
Cardiovascular risk factors at baseline (in 1980)
Systolic blood pressure, mmHg 3,549 112.8 (11.9) 112.2 (12.5) 0.271
Diastolic blood pressure, mmHg 3,000 68.6 (9.4) 69.0 (9.8) 0.050
Total cholesterol, mmol/l 3,654 5.29 (0.90) 5.31 (0.93) 0.761
LDL cholesterol, mmol/l 3,651 3.42(0.82) 3.45 (0.86) 0.756
HDL cholesterol, mmol/l 3,551 1.56 (0.31) 1.56 (0.31) 0.769
Triglycerides, mmol/l 3,554 0.67 (0.31) 0.66 (0.32) 0.343
Body mass index, kg/m? 3,567 18.0 (3.1) 17.7 (3.1) 0.187
Physical activity index 2,351 9.0 (1.8) 9.1 (1.8) 0.263

Values are means (SD) for the continuous variables and numbers (%) for categorical variables. The
Wilcoxon rank sum test and the x>-test were used to study the differences between the participants and
the non-participants in age and sex. Due to significant differences in age and sex all the other analyses
were adjusted for age and sex. Linear regression models were used for continuous variables and logistic
regression for binary variables. Serum triglyceride values were log-transformed before analyses due to
skewed distributions. Socioeconomic status in childhood was defined in four different strata that were
dependent on an annual income of the family. Childhood school performance was defined as grade point
average (i.e., mean of grades in all individual school subjects at baseline or either of the two subsequent
follow-ups for those participants who were not of school age at baseline). Years of education was
determined as a continuous variable from the self-reported data conceming total years of education
attained in adulthood until the year 2001. Subjects who reported current smoking at any of the follow-up
phases at the ages between 12 and 24 were classified as early life smokers. APOE €4 carriers were the
participants with either one or two €4 alleles, while the non-carriers were those without any €4 allele.
LDL = low-density lipoprotein. HDL = high-density lipoprotein. Physical activity was assessed with a
standardized questionnaire and a physical activity index was calculated (range 5-15).
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5.2 Physical activity (I)

5.21 Physical activity accumulation from childhood to
adulthood and cognitive performance

Physical activity accumulation in childhood, adolescence, and young adulthood was
associated with faster reaction and movement time (RTI test) in the age, sex, childhood
SES, and adulthood physical activity-adjusted analyses (Model 1, Table 9). Similarly,
physical activity in adulthood was associated with faster reaction and movement time
and, additionally, better visual processing and sustained attention in the age, sex,
childhood SES, and childhood (age six to 12 years) physical activity-adjusted analyses
(Model 1). After adding childhood school performance, education, systolic blood
pressure, serum total cholesterol, and BMI into the multivariable model (Model 2), the
associations of physical activity remained essentially similar for reaction and
movement time but diluted for visual processing and sustained attention (Table 9).

522 Effect modification of age and sex

The possible effect modification of age and sex on physical activity accumulation in
early life (age six to 24 years) and adulthood (age 24 to 37 years) on cognitive
performance was studied by introducing multiplicative interaction terms for each
possible modifier (physical activity * sex and physical activity * age at the time of
cognitive testing) separately into the fully adjusted linear regression models (Model
2). No significant interactions with age were found.

For short-term working memory (SWM test), a significant interaction was found
between sex and adulthood physical activity (p = 0.015). In addition, a weak
interaction between sex and early life physical activity was found for short-term
working memory (p = 0.091). For visual processing and sustained attention, a
significant interaction was found between sex and early life physical activity (p =
0.043), while the interaction of adulthood physical activity was nonsignificant (p =
0.118). Due to the modifying effect of sex on associations between physical activity,
short-term working memory, and visual processing and sustained attention, the
analyses of these cognitive domains were conducted separately for women and men
in all the studied physical activity age windows.

In men, physical activity accumulation in adulthood was directly associated with
short-term working memory in the age, childhood SES, and childhood physical activity-
adjusted analyses (Model 1, Table 10). After adding childhood school performance,
education, systolic blood pressure, serum total cholesterol, and BMI into the
multivariable model (Model 2), the association remained essentially similar, but the
statistical significance was diluted. No associations were found between the physical
activity of women in any of the studied age windows and short-term working memory.
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In men, physical activity accumulation in young adulthood and adulthood was
directly associated with visual processing and sustained attention in the age, childhood
SES, childhood physical activity-adjusted analyses (Model 1, Table 10). Additionally,
a weak direct association was found for adolescent physical activity on visual
processing and sustained attention. After adding childhood school performance,
education, systolic blood pressure, serum total cholesterol, and BMI into the
multivariable model (Model 2), all the associations were diluted. The covariate mainly
responsible for the dilution of the effect of physical activity was childhood school
performance. No associations were found between the physical activity of women in
any of the studied age windows and visual processing and sustained attention.

Table 9. Associations between cumulative exposure to physical activity (PA) and cognitive
performance.
Model 1 Model 2
B estimate (95% Cl) P value B estimate (95% Cl) P value
Episodic memory and associative learning (PAL test; N = 1,359)
PA in childhood (6—12 years) -0.029 (-0.092-0.034) 0.373  -0.034 (-0.096-0.028) 0.282
PA in adolescence (12—18 years) -0.006 (-0.068-0.056) 0.851 -0.024 (-0.085-0.037) 0.442
PA in young adulthood (18-24 years) 0.022 (-0.050-0.094) 0.550  -0.010 (-0.081-0.061) 0.781
PA in adulthood (24-37 years) 0.021 (-0.011-0.054) 0.191 0.005 (-0.027-0.037)  0.757
Short-term working memory (SWM test; N = 1,483)
PA in childhood (6—12 years) -0.031 (-0.091-0.029) 0.316  -0.036 (-0.095-0.024) 0.267
PA in adolescence (12—18 years) -0.039 (-0.098-0.020) 0.200  -0.053 (-0.111-0.006) 0.079
PA in young adulthood (18—24 years) -0.014 (-0.082-0.054) 0.678  -0.038 (-0.106-0.029) 0.516
PA in adulthood (24-37 years) 0.012 (-0.018-0.042) 0.424  0.004 (-0.027-0.034) 0.809
Reaction and movement time (RTI test; N = 1,338)
PA in childhood (6—12 years) 0.119 (0.055-0.182)  0.0002 0.116 (0.053-0.179)  0.0003
PA in adolescence (12—18 years) 0.125 (0.063-0.188)  <0.0001 0.120 (0.057-0.182)  0.0002
PA in young adulthood (18-24 years) 0.135 (0.063-0.207)  0.0002 0.127 (0.055-0.199)  0.001
PA in adulthood (24-37 years) 0.045 (0.013-0.077) 0.006  0.036 (0.004-0.069) 0.028
Visual processing and sustained attention (RVP test; N = 1,454)
PA in childhood (6—12 years) 0.009 (-0.052-0.070) 0.767  0.009 (-0.049-0.067) 0.769
PA in adolescence (12-18 years) 0.033 (-0.028-0.067)  0.291 0.013 (-0.045-0.070) 0.666
PA in young adulthood (18—24 years) 0.056 (-0.013-0.126) 0.111 0.017 (-0.050-0.083) 0.623
PA in adulthood (24-37 years) 0.041 (0.010-0.072)  0.010  0.013 (-0.017-0.043) 0.390

Values are (3 estimates and 95% confidence intervals (Cls) from linear regression models. Model 1
was adjusted with sex, age, childhood SES at baseline, and PA exposure in adulthood for age
window between the ages 6 and 24, as well as for PA exposure in childhood for adulthood. Model
2 was further adjusted with childhood school performance, education, systolic blood pressure,
serum total cholesterol, and BMI. The Cambridge Neuropsychological Test Automated Battery
(CANTAB®) was used for cognitive testing. Reproduced from the original publication | in the
Medicine and Science in Sports and Exercise with permission of Wolters Kluwer Health, Inc.
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Table 10. Associations between cumulative exposure to physical activity (PA), short-term working
memory (SWM test) and visual processing and sustained attention (RVP test)

separately among women (A) and men (B).

Model 1

B estimate (95% CI) P value

Model 2
B estimate (95% Cl) P value

A. Women

Short-term working memory (SWM test; N = 836)

PA in childhood (6—12 years) -0.037 (-0.122-0.047) 0.387
PA in adolescence (12—18 years) -0.047 (-0.132-0.038) 0.281
PA in young adulthood (18-24 years) -0.008 (-0.104-0.089) 0.875
PA in adulthood (24-37 years) -0.023 (-0.064-0.019) 0.288
Visual processing and sustained attention (RVP test; N = 818)
PA in childhood (6—12 years) -0.022 (-0.107-0.064) 0.621
PA in adolescence (12—18 years) -0.025 (-0.112-0.061) 0.561
PA in young adulthood (18-24 years) -0.003 (-0.100-0.095) 0.958
PA in adulthood (24-37 years) 0.016 (-0.026-0.057) 0.456
B. Men

Short-term working memory (SWM test; N = 647)

PA in childhood (6—12 years) -0.021 (-0.106-0.064) 0.629
PA in adolescence (12—18 years) -0.032 (-0.116-0.051) 0.447
PA in young adulthood (18-24 years) -0.028 (-0.124—-0.069) 0.577
PA in adulthood (24-37 years) 0.045 (0.001-0.089)  0.045
Visual processing and sustained attention (RVP test; N = 636)
PA in childhood (6—12 years) 0.033 (-0.056-0.121)  0.470
PA in adolescence (12—18 years) 0.077 (-0.009-0.163)  0.081
PA in young adulthood (18-24 years) 0.101 (0.001-0.200)  0.048
PA in adulthood (24-37 years) 0.064 (0.018-0.110)  0.006

-0.041 (-0.125-0.043) 0.338
-0.065 (-0.149-0.019) 0.131
-0.042 (-0.138-0.055) 0.396
-0.028 (-0.070-0.014) 0.187

-0.027 (-0.109-0.055) 0.516
-0.052 (-0.135-0.030) 0.211
-0.055 (-0.149-0.039) 0.247
-0.005 (-0.046-0.036) 0.817

-0.032 (-0.117-0.054) 0.468
-0.045 (-0.128-0.039) 0.293
-0.042 (-0.139-0.055) 0.393
0.035 (-0.010-0.079)  0.126

0.038 (-0.046-0.123)  0.372
0.066 (-0.016-0.148)  0.116
0.078 (-0.018-0.173)  0.111
0.030 (-0.014-0.074)  0.182

Values are B estimates and 95% Cls from linear regression models.

Model 1 was adjusted with

age, childhood SES at baseline, and PA exposure in adulthood for age window between the ages
6 and 24, as well as for PA exposure in childhood for adulthood. Model 2 was further adjusted with
childhood school performance, education, systolic blood pressure, serum total cholesterol, and
BMI. The Cambridge Neuropsychological Test Automated Battery (CANTAB®) was used for
cognitive testing. Reproduced from the original publication | in the Medicine and Science in Sports

and Exercise with permission of Wolters Kluwer Health, Inc.
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5.3 Creation of the cardiovascular risk factor
trajectories (11-llI)

5.3.1 Systolic and diastolic blood pressure trajectories

After excluding participants using antihypertensive medication in 2001, 2007, or
2011 (N =273) from the trajectory modeling analyses, N = 2,361 participants had at
least three and 84.8% participants had at least four systolic blood pressure
measurements (a median of five measurements), with at least one being from
childhood and at least one from adulthood. In trajectory modeling, the indicator for
better goodness of fit, 2*ABIC >10, was significant for the highest number of
trajectory groups. Also, the posterior probabilities were above the 0.70 limit in every
solution, but in addition, the group sizes were >5% for the five-group or less
trajectory solutions. Therefore, the five-trajectory solution was considered the
optimal number for the trajectory groups. After assessing the goodness of fit
(2*ABIC >10) for the five-trajectory solution shapes, a final trajectory solution was
chosen: (1) low-stable systolic blood pressure (N = 415, 17.6%) with consistently
low systolic blood pressure level; (2) normal-stable systolic blood pressure (N =935,
39.6%) with consistently normal (<120 mmHg) systolic blood pressure level; (3)
moderate-stable systolic blood pressure (N = 399, 16.9%) with systolic blood
pressure level consistently close to ideal (120 mmHg) [94]; (4) moderate-increasing
systolic blood pressure (N = 471, 20.0%) with normal systolic blood pressure in
childhood but continuously increasing blood pressure level from youth to midlife;
(5) elevated-increasing systolic blood pressure (N = 141, 6.0%) individuals had
elevated systolic blood pressure in childhood, and their blood pressure level
increased throughout adulthood (Figure 2, Panel A). Sex-specific trajectory
modeling was performed for systolic blood pressure, and the results were similar
compared to the analyses of all the participants (Figure 2, Panels B and C).

After excluding participants using antihypertensive medication in 2001, 2007, or
2011 (N = 273) from the trajectory modeling analyses, N = 2,339 participants had at
least three and 84.9% participants had at least four diastolic blood pressure
measurements (a median of five measurements), with at least one being from
childhood and at least one from adulthood. In trajectory modeling, the indicator for
better goodness of fit, 2*ABIC >10, was significant for the highest number of
trajectory groups. The posterior probabilities were above the 0.70 limit only for three
or fewer trajectory solutions. Therefore, the three-group trajectory solution was
considered optimal. After assessing the goodness of fit (2*ABIC >10) for the three-
trajectory solution shapes, a final trajectory solution was chosen: (1) low-stable
diastolic blood pressure (N = 326, 13.9%) with consistently low diastolic blood
pressure level; (2) normal-stable diastolic blood pressure (N = 1,517, 64.9%) with

83



Juuso Hakala

consistently close to ideal (<80 mmHg) diastolic blood pressure level [94]; (3)
moderate-increasing diastolic blood pressure (N =496, 21.2%) with normal diastolic
blood pressure in childhood but continuously increasing diastolic blood pressure
level from youth to midlife (Figure 3, Panel A). Sex-specific trajectory modeling
was performed for diastolic blood pressure, and the results were similar compared to
the analyses of all the participants (Figure 3, Panels B and C).

5.3.2 Serum lipid trajectories

After excluding the participants using dyslipidemia medication in 2001, 2007, or
2011 (N = 100) from the serum total cholesterol trajectory modeling analyses, N =
2,562 participants had at least three and 85.3% participants had at least four serum
total cholesterol measurements (a median of five measurements), out of which at
least one measurement was from childhood and at least one from adulthood. In
trajectory modeling, the indicator for better goodness of fit, 2*ABIC >10, was
significant for the highest number of trajectory groups. The posterior probabilities
were above the 0.70 limit only for six or fewer trajectory solutions, but in addition,
the group sizes were >5% for three-group or two-group trajectory solutions.
Therefore, the three-group trajectory solution was considered the optimal number
for trajectory groups. After assessing the goodness of fit (2*ABIC >10) for the three-
group trajectory solution shapes, a final trajectory solution was chosen: (1) low-
stable total cholesterol (N = 690, 26.9%) with consistently low serum total
cholesterol; (2) elevated-stable total cholesterol (N = 1,409, 55.0%) with serum total
cholesterol levels consistently close to ideal (<5.172 mmol/l) [94]; (3) high-stable
total cholesterol (N = 463, 18.1%) with consistently high serum total cholesterol
(Figure 4, Panel A). Sex-specific trajectory modeling was performed for serum total
cholesterol, and the results were similar compared to the analyses of all the
participants (Figure 4, Panels B and C).

After excluding participants using dyslipidemia medication in 2001, 2007, or
2011 (N = 100) from the serum LDL cholesterol trajectory modeling analyses, N =
2,541 participants had at least three and 84.8% participants had at least four serum
LDL cholesterol measurements (a median of five measurements), out of which at
least one measurement was from childhood and at least one from adulthood. In
trajectory modeling, the indicator for better goodness of fit, 2*ABIC >10, was
significant for the highest number of trajectory groups. The posterior probabilities
were above the 0.70 limit for six or fewer trajectory solutions, but in addition, the
group sizes were >5% for the three-group or two-group trajectory solutions.
Therefore, the three-group trajectory solution was considered optimal. After
assessing the goodness of fit (2*ABIC >10) for the three-trajectory solution shapes,
a final trajectory solution was chosen: (1) low-stable LDL cholesterol (N = 977,
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38.4%) with consistently low serum LDL cholesterol; (2) elevated-stable LDL
cholesterol (N = 1,259, 49.6%) with serum LDL cholesterol levels consistently close
to 3.5 mmol/l; (3) high-stable LDL cholesterol (N = 305, 12.0%) with consistently
high serum LDL cholesterol (Figure 5, Panel A). Sex-specific trajectory modeling
was performed for serum LDL cholesterol, and the results were similar compared to
the analyses of all the participants (Figure 5, Panels B and C).

After excluding participants using dyslipidemia medication in 2001, 2007, or
2011 (N = 100) from the serum HDL cholesterol trajectory modeling analyses, N
= 2,561 participants had at least three and 85.3% participants had at least four
serum HDL cholesterol measurements (a median of five measurements), out of
which at least one measurement was from childhood and at least one from
adulthood. In trajectory modeling, the indicator for better goodness of fit, 2*ABIC
>10, was significant for the highest number of trajectory groups. The posterior
probabilities were above the 0.70 limit for seven or fewer trajectory solutions. The
group sizes were >5% for five or less trajectory solutions. In addition, in the five-
group trajectory solution, the average posterior probability in one group was 0.71,
and in the four-group trajectory solutions, all the average posterior probabilities
were above 0.84. Furthermore, the lowest minimum posterior probabilities were in
the five-group trajectory solution only 0.35 in two groups, as in the four-group
trajectory solution, all the minimum posterior probabilities were above 0.50.
Therefore, because of lower average and minimum posterior probabilities as well
as clinically less meaningful analyses linking HDL cholesterol and cognitive
performance, the five-group trajectory solution was abandoned, and the four-group
trajectory solution was considered optimal. After assessing the goodness of fit
(2*ABIC >10) for the four-trajectory solution shapes, a final trajectory solution
was chosen: (1) low-stable HDL cholesterol (N = 531, 20.7%) with consistently
low serum HDL cholesterol; (2) normal-stable HDL cholesterol (N = 1,169,
45.7%) with serum HDL cholesterol levels consistently close to ideal (>1.2
mmol/l) [94]; (3) elevated-stable HDL cholesterol (N = 690, 26.9%) with
consistently elevated serum HDL cholesterol; (4) high-stable HDL cholesterol (N
= 171, 6.7%) with consistently high serum HDL cholesterol levels (close to 2
mmol/l) (Figure 6, Panel A). Sex-specific trajectory modeling was performed for
serum HDL cholesterol, and the results were similar compared to the analyses of
all the participants (Figure 6, Panels B and C).

After excluding participants using dyslipidemia medication in 2001, 2007, or
2011 (N = 100) and triglyceride measurements above 10 mmol/l from the serum
triglyceride trajectory modeling analyses, N = 2,561 participants had at least three
and 85.2% participants had at least four serum triglyceride measurements (a
median of five measurements), out of which at least one measurement was from
childhood and at least one from adulthood. In trajectory modeling, the indicator
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for better goodness of fit, 2*ABIC >10, was significant for the highest number of
trajectory groups. The posterior probabilities were above the 0.70 limit in all the
trajectory solutions, but in addition, the group sizes were >5% for the three-group
or two-group trajectory solutions. Therefore, the three-group trajectory solution
was considered optimal. After assessing the goodness of fit (2*ABIC >10) for the
three-trajectory solution shapes, a final trajectory solution was chosen: (1) low-
stable triglycerides (N = 2,076, 81.1%) with consistently low serum triglycerides;
(2) normal-increasing triglycerides (N = 349, 13.6%) with normal triglyceride
levels in childhood but increasing triglyceride levels in midlife; (3) normal-rapidly
increasing triglycerides (N = 136, 5.3%) with normal triglyceride levels in
childhood but rapidly increasing triglyceride levels from youth to midlife (Figure
7, Panel A). Sex-specific trajectory modeling was performed for serum
triglycerides, and the number of trajectory groups lowered in two in both women
and men (Figure 7, Panels B and C).

5.3.3 BMI trajectories

In total, 2,588 participants had at least three and 83.8% participants had at least
four BMI measurements (a median of five measurements), including at least one
measurement from childhood and at least one from adulthood. The BMI
measurements obtained during participants’ pregnancies were excluded from the
BMI trajectory modeling. In trajectory modeling, the indicator for better goodness
of fit, 2*ABIC >10, was significant for the highest amount of trajectory groups.
Also, the posterior probabilities were above the 0.70 limit in every solution, but
the trajectory group size was already in the three-trajectory solution 6.14% for
group three and in the four-trajectory solution 3.05% for group four. The three-
trajectory solution was not considered clinically appropriate. The four-group
trajectory solution was thus considered the optimal number for the trajectory
groups. After assessing the goodness of fit (2*ABIC >10) for the 4-trajectory
solution shapes, a final trajectory solution was chosen: (1) stable slim (N = 994,
38.4) with consistently low body weight; (2) stable normal weight (N = 1,104,
42.7%) with body weight consistently close to normal (25kg/m?); (3) progressively
overweight (N = 412, 15.9%), reached overweight in childhood/adolescence and
gained weight throughout the adulthood; (4) persistently increasing obese (N = 78,
3.0%), reached obesity in childhood/adolescence and gained weight throughout
adulthood (Figure 8, Panel A). Sex-specific trajectory modeling was performed for
BMLI, and the results were similar compared to the analyses of all the participants
(Figure 8, Panels B and C).

86



Results

534 Serum creatinine trajectories

In the Young Finns Study, the serum creatinine levels were measured only in the
adulthood follow-up studies. The sex-stratified trajectory analyses were conducted
because the serum creatinine concentration differs between women and men [163].
In men, 973 participants had at least two and 69.4% had the maximum of three serum
creatinine measurements in adulthood. In trajectory modeling, the indicator for better
goodness of fit, 2*ABIC >10, was significant for the highest amount of trajectory
groups. Also, the posterior probabilities were above the 0.70 limit in every solution,
but in addition, the group sizes were >5% for four-group or less trajectory solutions.
Therefore, a trajectory solution with four groups was considered optimal (Figure 9):
(1) ‘high serum creatinine’ (N = 71, 7.3%) with serum creatinine levels close to 100
umol/l; (2) ‘normal serum creatinine’ (N =295, 30.3%) with serum creatinine levels
close to 90 pumol/l; (3) ‘moderate serum creatinine’ (N = 432, 44.4%) with serum
creatinine levels close to 80 pmol/l; (4) ‘low serum creatinine’ (N = 175, 18.0%)
with serum creatinine levels close to or over 70 pumol/I.

In women, 1,204 participants had at least two and 63.7% of these participants
had the maximum of three serum creatinine measurements in adulthood. In trajectory
modeling, the indicator for better goodness of fit, 2*ABIC >10, was significant for
the five-group trajectory solution. The posterior probabilities were above the 0.70
limit for five or less trajectory solutions, but in addition, the group sizes were >5%
for four or less trajectory solutions. Therefore, the trajectory solution including four
groups was considered optimal (Figure 9): (1) ‘high serum creatinine’ (N = 146,
12.1%) with serum creatinine levels close to 80 umol/l; (2) ‘normal serum creatinine’
(N = 360 29.9%) with serum creatinine levels close to 70 umol/l; (3) ‘moderate
serum creatinine’ (N = 558, 46.3%) with serum creatinine levels close to 65 umol/l;
(4) ‘low serum creatinine’ (N = 140, 11.6%) with serum creatinine levels below 55
umol/1.
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Figure 2. Trajectories from childhood to midlife for systolic blood pressure (SBP) for both sexes
(A\), and sex-specific trajectories for men (B) and women (C). Modified from the original
publication Il in the Circulation with permission of Wolters Kluwer Health, Inc.
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Figure 3. Trajectories from childhood to midlife for diastolic blood pressure (DBP) for both sexes
(A), and sex-specific trajectories for men (B) and women (C). Reproduced from the
original publication Il in the Circulation with permission of Wolters Kluwer Health, Inc.
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54 Characteristics of cardiovascular risk factor
trajectories (Il)

The descriptive characteristics for each cardiovascular risk factor trajectory group
are presented in Tables 11 and 12. For cardiovascular risk factor accumulation, a risk
score was calculated using the adverse risk factor levels based on the cardiovascular
risk factor trajectories (Table 13). To calculate the risk score, risk points were given
to the participants belonging to 1) ‘moderate-increasing systolic blood pressure’ or
‘elevated-increasing systolic blood pressure’ groups, 2) ‘high-stable total
cholesterol’ group, 3) ‘progressively overweight’ or ‘persistently increasing obese’
groups, and 4) those having antihypertensive or dyslipidemia medication in
adulthood. Subsequently, the risk points were summed to form the risk score
indicating the accumulation of longitudinal cardiovascular risk factors. The
descriptive characteristics of the risk score groups are presented in Table 14. Among
the participants with data on cognitive performance and polygenic risk score
(N =1,718), 826 of them did not have any risk factors, 598 had one of the three risk
factors, 244 had two, and 50 had all three.
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Table 11. Descriptive characteristics for the cardiovascular risk factor trajectory groups in blood pressure and BMI.

Systolic / diastolic blood pressure,

Body mass index,

N (%) mmHg (SD / SD) kg/m? (SD)

Total * Women ** In year 2001 In year 2011 In year 2001 In year 2011
A. Systolic blood pressure (N = 2,634)
Normal-stable SBP 415 (15.8) 314 (75.7) 102.6/63.0 (7.5/8.2) 105.2/66.7 (7.5/8.2) 22.82 (3.41) 24.16 (3.90)
Low-stable SBP 935 (35.5) 621 (66.4) 110.4/67.0 (7.2/9.1) 113.4/71.6 (7.2/9.1) 24.36 (3.84) 25.70 (4.61)
Moderate-stable SBP 399 (15.0) 155 (38.8) 122.0/72.9(7.8/8.1) 122.2/76.8 (7.8/8.1) 2588 (4.04) 27.13 (4.62)
Moderate-increasing SBP 471 (17.9) 150 (31.8) 1243/745(7.9/11.3) 130.2/81.3(7.9/11.3) 2553 (3.98) 27.21 (4.76)
Elevated-increasing SBP 141 (5.4) 36 (25.5) 138.0/82.1 (11.3/12.7) 143.1/87.4 (11.3/12.7) 27.69 (4.82) 27.77 (4.27)
Antihypertensive medication *** 273 (10.4) 145 (53.1) 128.0/80.7 (14.3/14.7) 1256/79.7 (14.3/14.7) 28.11(5.82) 30.16 (6.56)
B. Diastolic blood pressure (N = 2,339)
Low-stable DBP 326 (13.9) 204 (62.6) 107.6/59.5(10.1/7.1) 109.3/64.4(11.1/7.4) 23.0(3.4) 24.5(4.1)
Normal-stable DBP 1,517 (64.9) 871 (57.4) 113.1/68.0(10.6/7.3) 116.4/728(11.8/7.7) 24.5(3.8) 25.8 (4.4)
Moderate-increasing DBP 496 (21.2) 191 (38.5) 126.7/81.5(11.1/7.9) 131.2/86.9(13.4/8.3) 26.6 (4.6) 28.2 (5.3)
C. Total cholesterol (N = 2,662)
Low-stable total cholesterol 690 (25.9) 362 (52.5) 114.5/68.6 (12.6 /13.0) 116.2/73.3 (12.6/13.0) 24.27 (3.96) 25.80 (4.81)
Elevated-stable total cholesterol 1,409 (52.9) 788 (55.9) 116.3/70.8 (12.9/14.0) 118.8/74.8(12.9/14.0) 25.00 (4.45) 26.35 (4.88)
High-stable total cholesterol 463 (17.4) 253 (54.6) 120.0/73.4 (13.8/14.6) 123.0/77.1(13.8/14.6) 25.96 (4.51) 27.14 (4.99)
Dyslipidemia medication *** 100 (3.8) 32 (32.0) 1279/78.9(15.4/13.5) 123.8/78.1(15.4/13.5) 27.64 (4.80) 30.46 (6.57)
D. LDL cholesterol (N = 2,541)
Low-stable LDL cholesterol 977 (38.5) 552 (56.5) 114.9/69.0 (12.7/10.2) 116.9/73.6 (13.2/10.1) 24.3 (4.1) 25.8 (4.8)
Elevated-stable LDL cholesterol 1,259 (49.6) 698 (55.4) 116.7 /71.2(12.8/10.5) 119.4/75.1 (14.2/10.3) 25.2 (4.5) 26.6 (4.9)
High-stable LDL cholesterol 305 (12.0) 151 (49.5) 117.7/71.6 (13.0/11.4) 122.2/76.8(15.2/11.6) 26.0 (4.6) 27.1(4.9)
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Systolic / diastolic blood pressure,

Body mass index,

N (%) mmHg (SD / SD) kg/m?2 (SD)

Total * Women ** In year 2001 In year 2011 In year 2001 In year 2011
E. HDL cholesterol (N = 2,561)
Low-stable HDL cholesterol 531 (20.7) 161 (30.3) 118.4/71.9(13.6/11.9) 120.3/76.7 (13.6/10.8) 26.5 (4.6) 28.1 (4.9)
Normal-stable HDL cholesterol 1,169 (45.7) 631 (54.0) 116.0/70.4 (12.8/10.5) 118.9/74.8 (14.7/10.7) 25.0 (4.5) 26.5 (4.9)
Elevated-stable HDL cholesterol 690 (26.9) 484 (70.1) 115.4/70.1(12.2/9.8) 117.8/73.5(13.2/9.5) 24.0(3.9) 25.3 (4.7)
High-stable HDL cholesterol 171 (6.7) 128 (74.9) 113.4/68.2(11.8/9.9) 118.2/73.7 (14.9/10.1) 23.9 (3.3) 24.5 (4.0)
F. Triglycerides (N = 2,562)
Low-stable triglycerides 2,076 (81.0) 1,162 (56.0) 115.2/69.7 (12.2/10.1) 118.1/71.8(13.8/10.1) 24.6 (4.1) 26.0 (4.8)
Normal-increasing triglycerides 349 (13.6) 211 (60.5) 118.3/72.0(14.2/11.6) 119.9/76.6 (15.0/11.0) 26.0(5.0) 27.3 (4.8)
Normal-rapidly increasing 137 (5.4) 30 (21.9) 124.7/77.8 (14.1/12.2) 127.4/81.3 (13.6/10.3) 28.3 (4.1) 29.9 (4.8)
G. Body mass index (N = 2,588)
Stable normal weight 994 (38.4) 611 (61.5) 113.4/68.3 (12.1/14.2) 116.2/72.3 (12.1/14.2) 21.62 (1.99) 22.64 (2.31)
Stable slim 1,104 (42.7) 530 (48.0) 116.8/71.1(12.5/13.3) 119.3/75.5(12.5/13.3) 25.61(2.46) 27.01(2.86)
Progressively overweight 412 (15.9) 214 (51.9) 121.8/74.7 (14.1/13.9) 124.3/79.3 (14.1/13.9) 30.06 (3.31) 32.64 (3.92)
Persistently increasing obese 78 (3.0) 41 (52.6) 128.6/79.2(15.6/15.0) 126.7/78.3(15.6/15.0) 37.52 (4.67) 39.70 (7.23)

Values are mean (SD) for continuous variables and numbers (%) for categorical variables. Year 2001 indicates follow-up year 21 and year 2011 indicates
follow-up year 31. SBP = systolic blood pressure. DPB = diastolic blood pressure. LDL = low-density lipoprotein. HDL = high-density lipoprotein.
*Percentages are calculated against the total population. **Percentages are calculated against the participants within each trajectory group. ***If
participants had antihypertensive or dyslipidemia medication in any adulthood follow-up year 2001, 2007, or 2011, they were defined to belong to
medication group and were excluded from the trajectory modeling. Modified from the original publication Il in the Circulation with permission of Wolters

Kluwer Health, Inc.
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Table 12. Descriptive characteristics for the cardiovascular risk factor trajectory groups in serum lipids.

Total cholesterol, LDL cholesterol, HDL cholesterol, Triglycerides,
mmol/l (SD) mmol/l (SD) mmol/l (SD) mmol/l (SD)

In year 2001 In year 2011 Inyear 2001 Inyear 2011 Inyear 2001 Inyear 2011 Inyear 2001 Inyear 2011

A. Systolic blood pressure (N = 2,634)

Normal-stable SBP 495(0.92) 4.99(0.95) 3.09(0.80) 3.10(0.76) 1.35(0.32) 1.38(0.35) 1.14(0.55) 1.19(2.00)
Low-stable SBP 5.07 (0.91) 5.13(0.89) 3.22(0.78) 3.23(0.76) 1.32(0.31) 1.37(0.32) 1.19(0.76) 1.16 (0.71)
Moderate-stable SBP 5.22(0.92) 5.22(1.00) 3.36(0.83) 3.33(0.90) 1.26(0.33) 1.31(0.35) 1.39(0.82) 1.35(1.29)
Moderate-increasing SBP 5.28 (1.05) 5.33(0.99) 3.34(0.88) 3.39(0.88) 1.26(0.31) 1.27(0.32) 1.52(1.05) 1.52(1.07)
Elevated-increasing SBP 5.54 (0.98) 5.50(0.95) 3.58(0.83) 3.55(0.86) 1.23(0.31) 1.26(0.32) 1.62(0.96) 1.79 (1.60)
Antihypertensive medication * 543 (1.11) 5.20(0.93) 3.50(0.96) 3.25(0.84) 1.21(0.31) 1.23(0.32) 1.65(1.05) 1.66 (1.09)
B. Diastolic blood pressure (N = 2,339)

Low-stable DBP 497 (0.89) 5.05(0.93) 3.18(0.79) 3.22(0.79) 1.32(0.31) 1.34(0.32) 1.08(0.48) 1.08 (0.66)
Normal-stable DBP 5.11(0.95) 5.15(0.96) 3.23(0.82) 3.24(0.82) 1.32(0.31) 1.36(0.33) 1.27(0.83) 1.26 (1.38)
Moderate-increasing DBP 5.35(0.99) 5.37(0.93) 3.42(0.83) 3.43(0.84) 1.23(0.33) 1.27(0.33) 1.56(0.96) 1.58 (1.11)
C. Total cholesterol (N = 2,662)

Low-stable total cholesterol 423 (0.55) 4.29(0.54) 2.54(0.51) 2.56(0.48) 1.22(0.27) 1.26(0.30) 1.05(0.49) 1.06 (0.58)
Elevated-stable total cholesterol  5.17 (0.64) 5.23 (0.65) 3.29(0.59) 3.32(0.58) 1.29(0.31) 1.34(0.32) 1.33(0.77) 1.31(1.32)
High-stable total cholesterol 6.25(0.81) 6.31(0.84) 4.18(0.83) 4.00(0.96) 1.35(0.36) 1.36(0.38) 1.71(1.21) 1.74 (1.49)
Dyslipidemia medication * 6.32(1.30) 5.23(1.22) 4.29(1.18) 3.16(1.10) 1.23(0.31) 1.22(0.34) 2.20(2.00) 2.10(2.26)
D. LDL cholesterol (N = 2,541)

Low-stable LDL cholesterol 4.41(0.61) 4.51(0.67) 2.6(0.49) 2.65(0.49) 1.29(0.30) 1.34(0.34) 1.15(0.65) 1.19(1.41)
Elevated-stable LDL cholesterol ~ 5.36 (0.71) 5.39 (0.70) 3.46 (0.56) 3.48(0.56) 1.30(0.32) 1.33(0.32) 1.33(0.69) 1.28(0.80)
High-stable LDL cholesterol 6.30 (0.80) 6.45(0.82) 4.38(0.70) 4.51(0.74) 1.26(0.32) 1.30(0.34) 1.47(0.73) 1.57 (1.05)

s)nsoy



00l

Total cholesterol, LDL cholesterol, HDL cholesterol, Triglycerides,
mmol/l (SD) mmol/l (SD) mmol/l (SD) mmol/l (SD)

In year 2001 In year 2011 Inyear 2001 Inyear 2011 Inyear 2001 Inyear 2011 Inyear 2001 Inyear 2011

E. HDL cholesterol (N = 2,561)

Low-stable HDL cholesterol 5.05(1.00) 5.11(1.02) 3.33(0.85) 3.34(0.86) 0.94(0.16) 0.97 (0.15) 1.73(1.00) 1.89 (2.00)
Normal-stable HDL cholesterol 5.03(0.93) 5.13(0.95) 3.23(0.82) 3.31(0.82) 1.23(0.20) 1.26(0.20) 1.28(0.71) 1.26 (0.78)
Elevated-stable HDL cholesterol ~ 5.23 (0.88) 5.19(0.83) 3.22(0.75) 3.18(0.76) 1.52(0.22) 1.56(0.22) 1.09(0.52) 1.01(0.50)
High-stable HDL cholesterol 5.46 (0.82) 5.63(0.93) 3.15(0.73) 3.28(0.79) 1.83(0.25) 1.93(0.28) 1.06(0.50) 0.91 (0.38)
F. Triglycerides (N = 2,562)

Low-stable triglycerides 5.03(0.89) 5.09(0.89) 3.21(0.78) 3.24(0.79) 1.32(0.30) 1.37(0.32) 1.11(0.47) 1.07 (0.49)
Normal-increasing triglycerides 5.38 (1.00) 543(0.97) 3.40(0.86) 3.43(0.90) 1.23(0.34) 1.24(0.30) 1.66(0.63) 1.71(0.83)
Normal-rapidly increasing 5.83(1.05) 5.91(1.15) 3.47(0.86) 3.46(0.89) 0.97(0.29) 0.96(0.22) 3.25(1.29) 3.83(3.59)
G. Body mass index (N = 2,588)

Stable normal weight 5.02 (0.93) 5.07(0.94) 3.15(0.80) 3.16(0.78) 1.37(0.30) 1.43(0.33) 1.12(0.60) 1.12(1.39)
Stable slim 5.23(1.01) 5.27(0.95) 3.35(0.86) 3.36(0.85) 1.27(0.32) 1.30(0.32) 1.39(0.93) 1.37(0.88)
Progressively overweight 5.34(0.98) 5.21(0.95) 3.42(0.84) 3.28(0.82) 1.19(0.31) 1.19(0.30) 1.68(1.06) 1.72(1.49)
Persistently increasing obese 5.37(1.01) 5.06(0.98) 3.52(0.92) 3.20(0.92) 1.08(0.23) 1.15(0.23) 1.71(0.78) 1.80(1.78)

Values are mean (SD) for continuous variables. Year 2001 indicates follow-up year 21 and year 2011 indicates follow-up year 31. SBP = systolic blood
pressure. DPB = diastolic blood pressure. LDL = low-density lipoprotein. HDL = high-density lipoprotein. *If participants had antihypertensive or
dyslipidemia medication in any adulthood follow-up year 2001, 2007, or 2011, they were defined to belong to medication group and were excluded from
the trajectory modeling. Modified from the original publication Il in the Circulation with permission of Wolters Kluwer Health, Inc.

e|eyeH osnnp



Results

Table 13. Creation of the cardiovascular risk factor score.

Risk score points

Systolic blood pressure

Low-stable SBP 0
Normal-stable SBP 0
Moderate-stable SBP 0
Moderate-increasing SBP 1
Elevated-increasing SBP 1
Antihypertensive medication * 1
Serum total cholesterol

Low-stable total cholesterol 0
Elevated-stable total cholesterol 0
High-stable total cholesterol 1
Dyslipidemia medication * 1
Body mass index

Stable slim 0
Stable normal weight 0
Progressively overweight 1
Persistently increasing obese 1
Total risk score, range 0-3

* If participant had antihypertensive or dyslipidemia medication in any adulthood follow-up year
(2001, 2007 or 2011), they were defined to belong to medication group and were excluded from
trajectory modeling. Reproduced from the original publication Il in the Circulation with permission

of Wolters Kluwer Health, Inc.

Table 14. Descriptive characteristics for cardiovascular risk factor score groups in follow-up year 2011.

N (%) Systolic blood Total cholesterol, Body mass
Score Total* Women**  pressure, mmHg (SD) mmol/l (SD) index, kg/m? (SD)
0 826 (48.1) 523 (63.3) 112.2(10.1) 4.89 (0.75) 24.36 (3.30)
1 598 (34.8) 303 (50.7) 122.9(13.4) 5.29 (0.98) 27.01 (4.66)
2 244 (14.2) 98 (40.2) 129.7 (13.8) 5.64 (1.00) 30.68 (5.71)
3 50 (2.9) 17 (34.0)  134.4 (16.6) 5.66 (1.27) 34.98 (5.64)

Values are means (SD) for continuous variables and numbers (%) for categorical variables. Year 2011
indicates 31-year follow-up study. Risk points were given as described in the Table 13. The analyses
were conducted among participants with data on cognitive performance and polygenic risk score for
cognitive performance (N =1,718). *Percentages are calculated against the total population.
**Percentages are calculated against the participants within each trajectory group. Reproduced from
the original publication Il in the Circulation with permission of Wolters Kluwer Health, Inc.
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5.5 Cardiovascular risk factor trajectories and
cognitive performance (Il)

Blood pressure and cognitive performance

Systolic blood pressure was found to be inversely associated with episodic memory
and associative learning (PAL test). The ‘elevated-increased systolic blood pressure’
group had worse episodic memory and associative learning compared with the
‘normal-stable systolic blood pressure’ group (Table 15, Panel A) in age, sex, and
polygenic risk score-adjusted analyses (Model 1). In addition, the ‘moderate-
increasing systolic blood pressure’ group was inversely associated with visual
processing and sustained attention (RVP test) compared with the ‘normal-stable
systolic blood pressure’ group (Table 16, Panel A) in age, sex, and polygenic risk
score-adjusted analyses (Model 1). After adding the adulthood cardiovascular risk
factors (BMI, serum total cholesterol, fasting serum glucose, smoking, physical
activity, and diet) to the multivariable model (Model 2), the associations for systolic
blood pressure remained essentially similar (Table 15, Panel A, for episodic memory
and associative learning, and Table 16, Panel A, for visual processing and sustained
attention). Additionally, a better performance in the reaction and movement time
(RTTI test) was observed for the ‘moderate-stable systolic blood pressure’ group
compared with the ‘normal-stable systolic blood pressure’ group (Table 17, Panel
A). No associations were found between the systolic blood pressure trajectory groups
and short-term working memory (SWM test, Table 18, Panel A). Additionally, no
associations were found between the diastolic blood pressure trajectory groups and
any of the cognitive domains (Tables 15 to 18).

Serum lipids and cognitive performance

An inverse association was found between serum total cholesterol and episodic
memory and associative learning. The ‘high-stable total cholesterol’ group had
worse episodic memory and associative learning compared with the ‘low-stable total
cholesterol’ group (Table 15, Panel C) in age, sex, and polygenic risk score-adjusted
analyses (Model 1). After adding the adulthood cardiovascular risk factors (systolic
blood pressure, BMI, fasting serum glucose, smoking, physical activity, and diet) to
the multivariable model (Model 2), the association remained similar (Table 15, Panel
(). No associations were found for the serum total cholesterol trajectories and any
other cognitive domain (Tables 16 to 18). Similar to total cholesterol, the serum LDL
cholesterol trajectories were inversely associated with episodic memory and
associative learning, but the  estimate of the ‘high-stable LDL cholesterol’ group
was slightly smaller compared to the B estimate of the ‘high-stable total cholesterol’
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trajectory group (Table 15, Panel D). Furthermore, in age, sex, and polygenic risk
score-adjusted analyses (Model 1), the ‘normal-increasing triglycerides’ group was
inversely associated with visual processing and sustained attention compared to the
‘low-stable triglycerides’ group (Table 16, Panel F). However, the association was
diluted after adding the Model 2 covariates in the multivariable model. Additionally,
no associations were found between the serum HDL cholesterol trajectory groups
and any cognitive domain (Tables 15 to 18).

Overweight and obesity and cognitive performance

For BMI, an inverse dose-response association was observed with visual processing
and sustained attention; the ‘progressively overweight’ and the ‘persistently
increasing obese’ groups had worse visual processing and sustained attention
compared to the ‘stable normal weight’ group in age, sex, and polygenic risk score-
adjusted analyses (Model 1, Table 16, Panel G). After adding the adulthood
cardiovascular risk factors (systolic blood pressure, serum total cholesterol, fasting
serum glucose, smoking, physical activity, and diet) to the multivariable model
(Model 2), the association remained similar (Table 16, Panel G). No associations
were found between the BMI trajectory groups and other cognitive domains (Tables
15, 17, and 18).
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Table 15. Associations between cardiovascular risk factor trajectories from childhood to midlife
and episodic memory and associative learning (PAL test) in midlife.

Episodic memory and

Model 1

Model 2

associative learning (PAL test) B estimate (95% Cl) P value f estimate (95% Cl) P value
A. Systolic blood pressure N = 1,406 N =1,389

Normal-stable SBP Reference Reference

Low-stable SBP 0.072 (-0.071-0.215) 0.323 0.075 (-0.070-0.220) 0.309
Moderate-stable SBP -0.042 (-0.189-0.104) 0.572 -0.047 (-0.196-0.102) 0.535
Moderate-increasing SBP -0.061 (-0.206-0.084) 0.412 -0.063 (-0.211-0.084) 0.399
Elevated-increasing SBP -0.256 (-0.510--0.002)  0.048 -0.262 (-0.52— -0.005) 0.046
B. Diastolic blood pressure N = 1,404 N =1,385

Low-stable DBP Reference Reference

Normal-stable DBP -0.005 (-0.196-0.096) 0.499 -0.049 (-0.197-0.099) 0.517
Moderate-increasing DBP -0.119 (-0.299-0.062) 0.196 -0.115 (-0.302-0.072) 0.227
C. Total cholesterol N = 1,506 N = 1,489

Low-stable total cholesterol Reference Reference

Elevated-stable total cholesterol -0.051 (-0.163-0.062) 0.378 -0.04 (-0.153-0.074) 0.494
High-stable total cholesterol -0.238 (-0.386- -0.090)  0.002 -0.214 (-0.365- -0.064)  0.005
D. LDL cholesterol N = 1,498 N = 1,481

Low-stable LDL cholesterol Reference Reference

Elevated-stable LDL cholesterol -0.026 (-0.130-0.079) 0.630 -0.019 (-0.124-0.086) 0.728
High-stable LDL cholesterol -0.195 (-0.361--0.030)  0.021 -0.175 (-0.342—-0.009)  0.039
E. HDL cholesterol N = 1,506 N =1,489

Low-stable HDL cholesterol Reference Reference

Normal-stable HDL cholesterol -0.091 (-0.223-0.042) 0.180 -0.087 (-0.222—-0.048) 0.206
Elevated-stable HDL cholesterol ~ -0.063 (-0.215-0.088) 0.413 -0.048 (-0.205-0.109) 0.548
High-stable HDL cholesterol -0.114 (-0.345-0.118) 0.336 -0.093 (-0.331-0.145) 0.443
F. Triglycerides N = 1,506 N =1,489

Low-stable triglycerides Reference Reference

Normal-increasing triglycerides -0.073 (-0.212-0.066) 0.305 -0.065 (-0.206-0.075) 0.361
Normal-rapidly increasing 0.029 (-0.198-0.255) 0.805 0.057 (-0.178-0.292) 0.634
G. Body mass index N =1,575 N =1,557

Stable normal weight Reference Reference

Stable slim -0.038 (-0.143-0.067) 0.477 -0.055 (-0.162-0.052) 0.311
Progressively overweight 0.005 (-0.136-0.145) 0.948 0.027 (-0.116-0.170) 0.712
Persistently increasing obese -0.194 (-0.498-0.110) 0.210 -0.207 (-0.52-0.107) 0.197

Values are B estimates, 95% Cls, and P values from linear regression models. All models were
adjusted for age, sex, and polygenic risk score (Model 1). Model 2 was additionally adjusted for
adulthood cardiovascular risk factors (fasting serum glucose, smoking, physical activity, and diet).
For blood pressure, Model 2 were further adjusted with adulthood body mass index and adulthood
serum total cholesterol. For serum lipids, Model 2 were further adjusted with adulthood body mass
index and adulthood systolic blood pressure. For body mass index, Model 2 were further adjusted
with adulthood systolic blood pressure and adulthood serum total cholesterol. The Cambridge
Neuropsychological Test Automated Battery (CANTAB®) was used for cognitive testing. Modified

from the original publication Il in the Circulation with permission of Wolters Kluwer Health, Inc.
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Table 16. Associations between cardiovascular risk factor trajectories from childhood to midlife
and visual processing and sustained attention (RVP test) in midlife.

Visual processing and

Model 1

Model 2

sustained attention (RVP test)  estimate (95% ClI) P value B estimate (95% Cl) P value
A. Systolic blood pressure N = 1,492 N=1,476

Normal-stable SBP Reference Reference

Low-stable SBP -0.073 (-0.217-0.070) 0.318 -0.115 (-0.26-0.029) 0.118
Moderate-stable SBP -0.033 (-0.178-0.112) 0.653 -0.003 (-0.148-0.143) 0.970
Moderate-increasing SBP -0.201 (-0.343—--0.060)  0.005 -0.185 (-0.327—--0.043)  0.011
Elevated-increasing SBP -0.181 (-0.420-0.057) 0.136 -0.157 (-0.396-0.082) 0.197
B. Diastolic blood pressure N = 1,487 N =1,471

Low-stable DBP Reference Reference

Normal-stable DBP 0.059 (-0.089-0.206) 0.435 0.068 (-0.080-0.216) 0.369
Moderate-increasing DBP -0.099 (-0.278-0.079) 0.276 -0.067 (-0.251-0.116) 0.472
C. Total cholesterol N = 1,601 N =1,585

Low-stable total cholesterol Reference Reference

Elevated-stable total cholesterol  -0.014 (-0.124-0.096) 0.806 0.011 (-0.098-0.121) 0.838
High-stable total cholesterol -0.092 (-0.237-0.054) 0.216 -0.049 (-0.195-0.097) 0.513
D. LDL cholesterol N =1,593 N =1,577

Low-stable LDL cholesterol Reference Reference

Elevated-stable LDL cholesterol  -0.020 (-0.122-0.082) 0.697 0.004 (-0.098-0.105) 0.939
High-stable LDL cholesterol 0.004 (-0.160-0.167) 0.966 0.036 (-0.126-0.198) 0.660
E. HDL cholesterol N = 1,601 N=1,585

Low-stable HDL cholesterol Reference Reference

Normal-stable HDL cholesterol 0.010 (-0.120-0.139) 0.885 -0.020 (-0.150-0.111) 0.768
Elevated-stable HDL cholesterol  0.085 (-0.063-0.232) 0.259 0.023 (-0.127-0.174) 0.763
High-stable HDL cholesterol -0.069 (-0.295-0.157) 0.550 -0.149 (-0.378-0.081) 0.203
F. Triglycerides N = 1,601 N =1,585

Low-stable triglycerides Reference Reference

Normal-increasing triglycerides  -0.136 (-0.272—-0.0003) 0.049 -0.100 (-0.236-0.036) 0.149
Normal-rapidly increasing -0.043 (-0.264-0.179) 0.705 0.052 (-0.174-0.279) 0.652
G. Body mass index N=1,679 N =1,662

Stable normal weight Reference Reference

Stable slim -0.054 (-0.158-0.049) 0.303 -0.067 (-0.171-0.038) 0.210
Progressively overweight -0.213 (-0.350—-0.075) 0.003 -0.165 (-0.304—-0.025) 0.021
Persistently increasing obese -0.540 (-0.835--0.246)  0.0003 -0.407 (-0.708--0.105)  0.008

Values are B estimates, 95% Cls, and P values from linear regression models. All models were
adjusted for age, sex, and polygenic risk score (Model 1). Model 2 was additionally adjusted for
adulthood cardiovascular risk factors (fasting serum glucose, smoking, physical activity, and diet).
For blood pressure, Model 2 were further adjusted with adulthood body mass index and adulthood
serum total cholesterol. For serum lipids, Model 2 were further adjusted with adulthood body mass
index and adulthood systolic blood pressure. For body mass index, Model 2 were further adjusted
with adulthood systolic blood pressure and adulthood serum total cholesterol. The Cambridge
Neuropsychological Test Automated Battery (CANTAB®) was used for cognitive testing. Modified

from the original publication Il in the Circulation with permission of Wolters Kluwer Health, Inc.
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Table 17. Associations between cardiovascular risk factor trajectories from childhood to midlife

and reaction and movement time (RTI test) in midlife.

Reaction and movement time Model 1 Model 2

(RTI test) B estimate (95% ClI) P value B estimate (95% CI) P value
A. Systolic blood pressure N =1,385 N = 1,369

Normal-stable SBP Reference Reference

Low-stable SBP 0.029 (-0.117-0.175) 0.698 0.021 (-0.126-0.168) 0.780
Moderate-stable SBP 0.139 (-0.010-0.289) 0.068 0.155 (0.003-0.306) 0.045
Moderate-increasing SBP -0.032 (-0.180-0.117) 0.676 -0.020 (-0.169-0.129) 0.795
Elevated-increasing SBP 0.170 (-0.089-0.430) 0.199 0.197 (-0.064-0.459) 0.139
B. Diastolic blood pressure N =1,381 N =1,375

Low-stable DBP Reference Reference

Normal-stable DBP 0.027 (-0.121-0.175) 0.720 0.024 (-0.124-0.173) 0.748
Moderate-increasing DBP 0.148 (-0.035-0.331) 0.113 0.165 (-0.023-0.354) 0.085
C. Total cholesterol N = 1,482 N = 1,466

Low-stable total cholesterol Reference Reference

Elevated-stable total cholesterol -0.029 (-0.147-0.088) 0.622 -0.026 (-0.143-0.090) 0.658
High-stable total cholesterol -0.091 (-0.246-0.064) 0.251 -0.065 (-0.221-0.092) 0.418
D. LDL cholesterol N = 1,474 N = 1,458

Low-stable LDL cholesterol Reference Reference

Elevated-stable LDL cholesterol 0.026 (-0.082-0.134) 0.638 0.025 (-0.082-0.133) 0.644
High-stable LDL cholesterol -0.021 (-0.195-0.153) 0.812 -0.008 (-0.181-0.165) 0.924
E. HDL cholesterol N = 1,482 N = 1,466

Low-stable HDL cholesterol Reference Reference

Normal-stable HDL cholesterol -0.082 (-0.220-0.055) 0.241 -0.090 (-0.229-0.049) 0.204
Elevated-stable HDL cholesterol ~ -0.038 (-0.196-0.119) 0.635 -0.065 (-0.226-0.097) 0.431
High-stable HDL cholesterol 0.037 (-0.204-0.279) 0.762 0.014 (-0.232-0.260) 0.910
F. Triglycerides N =1,482 N = 1,466

Low-stable triglycerides Reference Reference

Normal-increasing triglycerides -0.080 (-0.226-0.065) 0.279 -0.073 (-0.218-0.072) 0.326
Normal-rapidly increasing -0.102 (-0.341-0.137) 0.403 -0.056 (-0.301-0.188) 0.652
G. Body mass index N =1,550 N =1,533

Stable normal weight Reference Reference

Stable slim -0.030 (-0.139-0.080) 0.595 -0.020 (-0.130-0.090) 0.717
Progressively overweight -0.051 (-0.197-0.096) 0.497 -0.016 (-0.164-0.132) 0.836
Persistently increasing obese -0.285 (-0.602-0.033) 0.079 -0.305 (-0.63-0.020) 0.065

Values are B estimates, 95% Cls, and P values from linear regression models. All models were
adjusted for age, sex, and polygenic risk score (Model 1). Model 2 was additionally adjusted for
adulthood cardiovascular risk factors (fasting serum glucose, smoking, physical activity, and diet).
For blood pressure, Model 2 were further adjusted with adulthood body mass index and adulthood
serum total cholesterol. For serum lipids, Model 2 were further adjusted with adulthood body mass
index and adulthood systolic blood pressure. For body mass index, Model 2 were further adjusted
with adulthood systolic blood pressure and adulthood serum total cholesterol. The Cambridge
Neuropsychological Test Automated Battery (CANTAB®) was used for cognitive testing. Modified

from the original publication Il in the Circulation with permission of Wolters Kluwer Health, Inc.

106



Results

Table 18. Associations between cardiovascular risk factor trajectories from childhood to midlife

and short-term working memory (SWM test) in midlife.

Short-term working memory

Model 1

Model 2

(SWM test) B estimate (95% ClI) P value B estimate (95% ClI) P value
A. Systolic blood pressure N=1,519 N = 1,502

Normal-stable SBP Reference Reference

Low-stable SBP 0.014 (-0.125-0.154) 0.840 0.030 (-0.112-0.171) 0.679
Moderate-stable SBP -0.072 (-0.213-0.069) 0.316 -0.085 (-0.229-0.058)  0.245
Moderate-increasing SBP -0.056 (-0.194-0.082) 0.427 -0.061 (-0.201-0.079)  0.396
Elevated-increasing SBP -0.146 (-0.378-0.087) 0.220 -0.165 (-0.401-0.071)  0.170
B. Diastolic blood pressure N=1,514 N = 1,497

Low-stable DBP Reference Reference

Normal-stable DBP 0.134 (-0.009-0.276) 0.066 0.120 (-0.025-0.265) 0.103
Moderate-increasing DBP 0.055 (-0.118-0.229) 0.530 0.026 (-0.153-0.206) 0.774
C. Total cholesterol N = 1,630 N=1,613

Low-stable total cholesterol Reference Reference

Elevated-stable total cholesterol -0.099 (-0.207-0.010) 0.075 -0.091 (-0.200-0.019)  0.104
High-stable total cholesterol -0.077 (-0.220-0.066) 0.292 -0.068 (-0.213-0.077)  0.358
D. LDL cholesterol N =1,622 N = 1,605

Low-stable LDL cholesterol Reference Reference

Elevated-stable LDL cholesterol -0.024 (-0.124-0.077) 0.644 -0.026 (-0.127-0.075)  0.610
High-stable LDL cholesterol -0.018 (-0.178-0.142) 0.824 -0.017 (-0.178-0.144)  0.836
E. HDL cholesterol N =1,630 N=1,613

Low-stable HDL cholesterol Reference Reference

Normal-stable HDL cholesterol -0.014 (-0.141-0.114) 0.835 0.003 (-0.127-0.133) 0.962
Elevated-stable HDL cholesterol -0.054 (-0.199-0.091) 0.466 -0.029 (-0.179-0.121)  0.707
High-stable HDL cholesterol -0.161 (-0.383-0.061) 0.155 -0.124 (-0.353-0.104)  0.285
F. Triglycerides N =1,630 N=1,613

Low-stable triglycerides Reference Reference

Normal-increasing triglycerides -0.003 (-0.136-0.131) 0.966 -0.007 (-0.142-0.129)  0.924
Normal-rapidly increasing 0.006 (-0.212—0.224) 0.955 -0.012 (-0.237-0.214) 0.919
G. Body mass index N=1,711 N =1,693

Stable normal weight Reference Reference

Stable slim -0.05 (-0.151-0.051) 0.333 -0.064 (-0.167-0.039)  0.224
Progressively overweight 0.013 (-0.121-0.147) 0.849 0.029 (-0.109-0.166) 0.683
Persistently increasing obese 0.065 (-0.222-0.352) 0.656 0.151 (-0.146-0.448) 0.318

Values are B estimates, 95% Cls, and P values from linear regression models. All models were
adjusted for age, sex, and polygenic risk score (Model 1). Model 2 was additionally adjusted for
adulthood cardiovascular risk factors (fasting serum glucose, smoking, physical activity, and diet).
For blood pressure, Model 2 were further adjusted with adulthood body mass index and adulthood
serum total cholesterol. For serum lipids, Model 2 were further adjusted with adulthood body mass
index and adulthood systolic blood pressure. For body mass index, Model 2 were further adjusted
with adulthood systolic blood pressure and adulthood serum total cholesterol. The Cambridge
Neuropsychological Test Automated Battery (CANTAB®) was used for cognitive testing. Modified

from the original publication Il in the Circulation with permission of Wolters Kluwer Health, Inc.
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2.6 Cardiovascular risk factor accumulation and
cognitive performance

Inverse linear trends were observed for episodic memory and associative learning
(PAL test: B = -0.068 SD, P = 0.026 for trend), visual processing and sustained
attention (RVP test: § =-0.139 SD, P<0.0001 for trend), and reaction and movement
time (RTI test: § =-0.078 SD, P =0.015 for trend) in the age sex, and polygenic risk
score-adjusted analyses for the cardiovascular risk factor score (Model 1). After
adding adulthood fasting serum glucose, smoking, physical activity, and diet as
covariates to the multivariable model (Model 2), the associations remained
essentially similar (PAL test: p = -0.084 SD, P = 0.008 for trend; RVP test: § = -
0.125 SD, P<0.0001 for trend; RTI test: B = -0.064 SD, P = 0.048 for trend). The
trend was nonsignificant for short-term working memory (SWM test: f = 0.014 SD,
P =10.638 in Model 1 and f =0.014 SD, P = 0.636 in Model 2).

To analyze the increasing cardiovascular risk factor score, the group without
any cardiovascular risk factors was used as the reference group. An inverse age,
sex, and polygenic risk score-adjusted association was observed between episodic
memory and associative learning for three cardiovascular risk factors, on visual
processing and sustained attention for two and three cardiovascular risk factors,
and on reaction and movement time for two cardiovascular risk factors (Table 19,
Model 1). After adding adulthood fasting serum glucose, smoking, physical
activity, and diet as covariates to the multivariable model (Model 2), the
association diluted only marginally (Table 19). No associations were found for
short-term working memory.

Table 19. Association between cardiovascular risk factor score and cognitive performance in

midlife.
Cardiovascular Model 1 Model 2
risk factor score B estimate (95% Cl) P value B estimate (95% Cl) P value
Episodic memory and associative learning (PAL test; N = 1,551)
0 Reference Reference
1 -0.062 (-0.169-0.045) 0.256 -0.069 (-0.176-0.038) 0.207
2 -0.104 (-0.250-0.043) 0.166 -0.128 (-0.277-0.020) 0.090
3 -0.305 (-0.600- -0.010) 0.043 -0.390 (-0.691--0.088) 0.011
Visual processing and sustained attention (RVP test; N = 1,656)
0 Reference Reference
1 -0.104 (-0.208-0.001) 0.051 -0.097 (-0.202-0.007) 0.068
2 -0.271 (-0.414- -0.127) 0.0002 -0.241 (-0.386- -0.095) 0.001
3 -0.488 (-0.768- -0.208) 0.001 -0.443 (-0.730- -0.157) 0.003
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Cardiovascular Model 1 Model 2

risk factor score B estimate (95% Cl) P value f estimate (95% Cl) P value
Reaction and movement time (RTI test; N = 1,527)

0 Reference Reference

1 -0.053 (-0.163-0.058) 0.351 -0.046 (-0.156-0.064) 0.411
2 -0.199 (-0.353- -0.046) 0.011 -0.164(-0.318—-0.010) 0.037
3 -0.152 (-0.459-0.154) 0.331 -0.122 (-0.434-0.190) 0.442
Short-term working memory (SWM test; N = 1,687)

0 Reference Reference

1 0.067 (-0.035-0.170) 0.198 0.066 (-0.036-0.169) 0.205
2 -0.016 (-0.156-0.125) 0.827 -0.014 (-0.156-0.128) 0.846
3 0.082 (-0.195-0.359) 0.560 0.081 (-0.204-0.365) 0.578

Values are B estimates, 95% Cls, and P values are from linear regression models. Model 1 was
adjusted for age, sex, and polygenic risk score. Model 2 was also adjusted for adulthood cardiovascular
risk factors (fasting serum glucose, smoking, physical activity, and diet). The Cambridge
Neuropsychological Test Automated Battery (CANTAB®) was used for cognitive testing. Modified from
the original publication Il in the Circulation with permission of Wolters Kluwer Health, Inc.

5.7 Serum creatinine and cognitive performance (lll)

5.7.1 Serum creatinine trajectories characteristics

In men and women, consistently low serum creatinine levels were associated with
poor childhood school performance, low education, low annual income, low physical
activity, and smoking. Additionally, low serum creatinine was associated with higher
antihypertensive medication use and higher systolic blood pressure in men, while in
women, low serum creatinine was associated with higher BMI and triglyceride
levels. The descriptive characteristics of the serum creatinine trajectory groups in the
2001 and 2011 follow-ups are presented in detail, separately for men and women, in
the original publication of Study III.

5.7.2 Serum creatinine trajectories and cognitive performance

In men, serum creatinine was directly associated with overall cognitive performance and
short-term working memory (SWM test). The ‘high serum creatinine’ group had better
overall cognitive performance and short-term working memory compared with the ‘low
serum creatinine’ group in the age, childhood school performance, and education-
adjusted analyses (Table 20, Model 1). Additionally, serum creatinine showed a weak
direct association with episodic memory and associative learning (PAL test); the ‘normal
serum creatinine’ and ‘moderate serum creatinine’ groups had better episodic memory
and associative learning compared with the ‘low serum creatinine’ group in the age,
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childhood school performance, and education-adjusted analyses (Table 20, Model 1).
After adding APOE, systolic blood pressure, serum total cholesterol, BMI, smoking,
physical activity, diet, antihypertensive medication, and diabetes and impaired fasting
glucose to the multivariable model (Model 2), the associations for both short-term
working memory and episodic memory and associative learning became stronger (Table
20). No associations were found for women (Table 21).

Table 20. Associations between serum creatinine trajectories and midlife cognitive
performance in men.
Model 1 Model 2
B estimate (95% Cl) P value f estimate P value
Short-term working memory (SWM test)
N =681 N =670
Low creatinine Reference Reference
Moderate creatinine  0.097 (-0.107-0.301) 0.349 0.125 (-0.085-0.335) 0.244
Normal creatinine 0.100 (-0.118-0.318) 0.369 0.140 (-0.086-0.366) 0.224
High creatinine 0.328 (0.017-0.638) 0.039 0.349 (0.031-0.667) 0.031
Episodic memory and associative learning (PAL test)
N =628 N =616
Low creatinine Reference Reference
Moderate creatinine  0.212 (-0.003-0.426) 0.053 0.251 (0.030-0.472) 0.026
Normal creatinine 0.217 (-0.011-0.445) 0.062 0.239 (0.003-0.476) 0.047
High creatinine 0.205 (-0.107-0.517) 0.198 0.251 (-0.068-0.570) 0.123
Reaction and movement time (RTI test)
N =617 N = 606
Low creatinine Reference Reference
Moderate creatinine  -0.097 (-0.329-0.135)  0.412 -0.154 (-0.391-0.083) 0.202
Normal creatinine 0.050 (-0.196-0.296) 0.691 0.005 (-0.248-0.258) 0.970
High creatinine 0.047 (-0.295-0.390) 0.786 -0.037 (-0.384-0.310) 0.835
Visual processing and sustained attention (RVP test)
N =670 N =659
Low creatinine Reference Reference
Moderate creatinine  -0.040 (-0.243-0.163)  0.700 -0.063 (-0.271-0.145) 0.552
Normal creatinine 0.024 (-0.193-0.241) 0.827 -0.022 (-0.246-0.202) 0.845
High creatinine 0.060 (-0.250-0.370) 0.703 0.027 (-0.288-0.343) 0.864

Values are B estimates, 95% Cls, and P values from linear regression models. All models were adjusted
for age, childhood school performance, and education (Model 1). Model 2 was additionally adjusted for
APOE, systolic blood pressure, serum total cholesterol, body mass index, smoking, physical activity,
diet, antihypertensive medication, and diabetes and impaired fasting glucose. The Cambridge
Neuropsychological Test Automated Battery (CANTAB®) was used for cognitive testing. Reproduced
from the original publication Il in the Neurology with permission of Wolters Kluwer Health, Inc.
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The possible effect modification was studied for those cognitive domains that
showed association with the serum creatinine trajectories (i.e., short-term working
memory and episodic memory and associative learning) in men by introducing
multiplicative interaction terms for each possible modifier (e.g., age * serum
creatinine groups) separately to the fully adjusted linear regression models (Model
2). No significant interactions were found.

Table 21. Associations between serum creatinine trajectories and midlife cognitive performance

in women.

Model 1 Model 2

B estimate (95% ClI) P value f estimate P value
Short-term working memory (SWM test)

N =890 N =879
Low creatinine Reference Reference
Moderate creatinine  -0.048 (-0.263-0.167)  0.661 -0.046 (-0.262-0.171) 0.677
Normal creatinine -0.057 (-0.284-0.169)  0.619 -0.046 (-0.275-0.182) 0.691
High creatinine -0.020 (-0.283-0.243)  0.882 -0.054 (-0.318-0.209) 0.687
Episodic memory and associative learning (PAL test)

N =813 N =805
Low creatinine Reference Reference
Moderate creatinine  0.099 (-0.134-0.332) 0.405 0.088 (-0.154-0.323) 0.460
Normal creatinine -0.126 (-0.369-0.118)  0.311 -0.109 (-0.354-0.136) 0.384
High creatinine 0.145 (-0.136-0.427) 0.312 0.153 (-0.129-0.435) 0.286
Reaction and movement time (RTI test)

N =803 N =795
Low creatinine Reference Reference

Moderate creatinine  0.059 (-0.175-0.292) 0.621 0.016 (-0.218-0.249) 0.895
Normal creatinine 0.072 (-0.172-0.316) 0.565 0.010 (-0.234-0.254) 0.936

High creatinine -0.111 (-0.393-0.170)  0.438 -0.147 (-0.428-0.133) 0.303
Visual processing and sustained attention (RVP test)

N = 869 N =858
Low creatinine Reference Reference

Moderate creatinine  0.122 (-0.091-0.335) 0.263 0.112 (-0.103-0.323) 0.307
Normal creatinine 0.075 (-0.150-0.299) 0.514 0.051 (-0.174-0.277) 0.655
High creatinine 0.115 (-0.146-0.377) 0.386 0.111 (-0.150-0.372) 0.406
Values are B estimates, 95% Cls, and P values from linear regression models. All models were
adjusted for age, childhood school performance, and education (Model 1). Model 2 was additionally
adjusted for APOE, systolic blood pressure, serum total cholesterol, body mass index, smoking,
physical activity, diet, antihypertensive medication, and diabetes and impaired fasting glucose. The
Cambridge Neuropsychological Test Automated Battery (CANTAB®) was used for cognitive
testing. Reproduced from the original publication 1l in the Neurology with permission of Wolters
Kluwer Health, Inc.
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5.8 Risk factors linking to cognitive aging (I-lll)

To bring clinical interpretability to the results, the association between cognitive
performance and cardiovascular risk factors, physical activity, and serum creatinine were
transformed to correspond with the effect of aging, i.e., converted into the perspective of
‘cognitive aging.” For this transformation, the  estimates for the risk factors that showed
association in the test-specific fully adjusted multivariable models (Models 2 from
studies I, II, and III) were compared with the B estimates of age. Specifically, the
difference in cognitive aging was estimated by dividing the 3 estimates of the risk factors
by the B estimates of age from the same statistical model. The B estimates of age are
presented in Table 22, and the differences in cognitive aging in Figure 10.

For example, for visual processing and sustained attention, the group with three
cardiovascular risk factors had a 6.9-year higher cognitive age than the group without
any cardiovascular risk factors (Figure 10). For reaction and movement time, the 3
estimates of participants being physically active in childhood corresponded with a
5.2-year lower cognitive age in midlife.

Table 22. Effect estimates of age.

B estimate of age

Episodic memory and associative learning (PAL test)

Elevated-increasing systolic blood pressure -0.051
High-stable total cholesterol -0.053
High-stable LDL cholesterol -0.052
3 cardiovascular risk factors -0.056
Moderate creatinine in men -0.050
Normal creatinine in men -0.050
Short-term working memory (SWM test)

High creatinine in men -0.042
Reaction and movement time (RTI test)

Physical activity in childhood -0.007
Physical activity in adolescence -0.006
Physical activity in young adulthood -0.004
Physical activity in adulthood -0.007
2 cardiovascular risk factors -0.009
Visual processing and sustained attention (RVP test)

Moderate-increasing systolic blood pressure -0.025
Progressively overweight -0.021
Persistently increasing obese -0.021
2 cardiovascular risk factors -0.022
3 cardiovascular risk factors -0.022

Values are (3 estimates of age from the test-specific fully adjusted multivariable models (Models 2
from studies I, I, and Ill). The Cambridge Neuropsychological Test Automated Battery (CANTAB®)
was used for cognitive testing.
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§) Discussion

6.1 Physical activity accumulation and cognitive
performance

The main results of Study I indicate that higher physical activity accumulation in
early life is associated with faster reaction and movement time in midlife. This
association was observed in all early life groups representing childhood,
adolescence, and young adulthood. In addition, higher physical activity
accumulation in adulthood was observed to be associated with faster reaction and
movement time. The associations remained robust despite the wide adjustments that
were used to control the models: age, sex, childhood SES, childhood school
performance, education, adulthood systolic blood pressure, total cholesterol, and
BML It is important to note that all the associations for early life and adulthood
physical activity accumulation remained significant even when the other age
windows were taken into account.

Furthermore, among men, a weak association was observed between physical
activity accumulation and visual processing and sustained attention during
adolescence, young adulthood, and adulthood. However, the associations diluted
after taking, for example, childhood school performance and adulthood education
into account.

These observations are in line with that of the previous prospective [7,130—
133,136,142,143] and cross-sectional [137] studies that reported associations
between higher physical activity and better cognitive performance among
adolescents [136,137] and adults or older-aged cohorts [7,130—133,142,143]. These
results are also supported by previous studies that retrospectively assessed physical
activity in relation to better old age cognitive performance [138—140]. Furthermore,
a similar association between higher physical activity and faster reaction time was
reported in a cross-sectional cohort of 241 participants aged between 15 and 71 years
[225]. In that study, higher physical activity was found to be associated with faster
reaction time only among the older half of the cohort where the mean age was 50.

Previous studies have observed that higher physical activity is associated with
better executive function [7,130-132,138,142,143], better memory [131-133,142],
or faster processing speed [7,131,139]. The previous retrospective studies have
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highlighted the possible importance of early life physical activity, as physical
activity in teenage [138], from 15 to 25 years [139], and during the whole life-course,
especially in early life [ 140], were related to better cognitive performance in old-age.
Only in one prior prospective study was physical activity since childhood (from the
age of 11) assessed and linked to cognitive performance at the age of 50 [142].
However, the association of early life physical activity was observed, but physical
activity in adulthood or the childhood level of cognitive function were not considered
possible confounders. These limitations weaken the possibility of interpreting the
independent carry-over associations of early life physical activity for midlife
cognitive performance. The observations from Study I thus complement this gap in
knowledge.

In Study I, no association was observed between physical activity and memory
functions, which however, has been reported by several previous studies with older
cohorts. It can be hypothesized that the association between physical activity and
memory and executive function exerts its influence from adulthood or from early
midlife, which is supported by the findings observed in the CARDIA study [7] and
the British 1946 birth cohort study [133]. However, some previous studies observed
no association between retrospectively assessed early life physical activity [141] or
prospectively assessed physical activity in midlife [129,134] and cognitive
performance or the risk of dementia. It thus raises some uncertainties about the
causal relations between physical activity and cognitive performance. In conclusion,
having a physically active lifestyle should be encouraged from childhood,
adolescence, and young adulthood, and should be continued to midlife to ensure its
plausible benefits on adulthood cognitive performance.

Potential mechanisms

There are several potential mechanisms for the association between physical activity
and cognitive performance. Increased neurogenesis induced by physical activity has
been suggested as the biological link to better cognitive performance [226]. In
addition, increased neuronal plasticity and upregulated secretion of neurotrophic
factors are plausible links in physically active individuals [227]. A higher level of
physical activity has also been associated with increased secretion of brain-derived
neurotrophic factor [228], which is involved in neuroplasticity, neurogenesis,
neuronal survival, synaptogenesis, and energy homeostasis regulation [229]. Hence,
brain-derived neurotrophic factor has been suggested as a biological mediator
between physical activity and cognitive performance. It may thus has a key role in
maintaining or improving cognitive performance [230,231].

In the vascular hypothesis, it has been suggested that physical activity improves
cardiovascular risk factor levels, such as high blood pressure and elevated total
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cholesterol, which might be the reason for its association with cognitive performance
[231,232]. Furthermore, physical inactivity is suggested to compromise cerebral
vascular structure and function, which may cause endothelial dysfunction and lead
to a reduced capability to maintain the blood flow demands of the brain [23], which
could also subsequently affect cognitive performance. Additionally, reduction in
stress and anxiety, reduced inflammation, and improved insulin sensitivity are
suggested as the other possible mechanisms for the association between physical
activity and cognitive performance [231].

In addition, it can be hypothesized that physical activity may increase not only
cognitive performance but also the neural activity in the brain areas linked to the
regulation of physical activity behavior, such as the hippocampus. Hence, improved
cognitive performance could further increase physical activity and, ultimately,
induce a reinforcing positive loop between physical activity and cognitive
performance. Neurogenesis is thus increased, and life-course cardiovascular health
improved and, eventually, the risk of dementia may be decreased.

Experimental evidence from animal studies supports the causal relationship
between physical activity and cognitive performance. Similar to the observational
findings in humans, the previous studies focused on adult [233], middle age [230]
and old rodents [234] have indicated that higher physical activity may be associated
with better spatial learning. Supporting the present thesis’ findings on the role of
childhood physical activity in adulthood cognitive performance, an experimental
study on rats found a beneficial role of childhood physical activity on
neurodevelopment [235], a finding that suggests that early life exercise may induce
more complex neural circuitry development by adulthood and result in a greater
tolerance of later brain damage. It might thus be hypothesized that early life physical
activity may be associated with better cognitive performance in midlife in humans
as well.

6.1.1 Limitations of physical activity studies

In previous studies, either in the Young Finns Study or other cohorts, physical
activity was assessed using self-reported questionnaires.  Self-reported
questionnaires may be limited by their lack of reliability or validity [236]. This might
cause reporting bias, which may be especially pronounced in studies that
retrospectively assess physical activity. However, in the Young Finns Study, the self-
reported physical activity questionnaires were validated using an average number of
daily pedometer steps, suggesting the physical activity data’s good validity [208—
210].

Another important limitation in relation to physical activity is reverse causation.
Some previous studies have suggested that low physical activity may be caused by
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poor cognitive performance [134]. Moreover, in the Whitehall II cohort study, no
association was observed between midlife physical activity and old-age cognitive
performance or the risk of dementia [129]. Instead, it was reported that physical
activity levels started to decline approximately nine years before the dementia
diagnosis. The authors of that study noted that the observation differs significantly
from the observation in previous literature. It is important also to note that in
Whitehall 11, the participants’ mean age was 45 years at baseline, meaning that it is
possible that the neuropathological process causing cognitive deficits and dementia
could be already ongoing on the participants at the time of baseline examinations.
The results of the present thesis thus highlight the importance of independent early
life physical activity on midlife cognitive performance.

In addition to previous prospective studies, randomized clinical trials have
indicated the beneficial role of higher physical activity in cognitive performance, as
higher physical activity in childhood has been related to better childhood cognitive
performance, and higher physical activity in older age has been related to better
cognitive performance [124]. Furthermore, previous studies that used experimental
models have indicated that higher physical activity is causally linked to better
cognitive performance [230,233-235].

6.2 Blood pressure

The main result of this thesis indicates that consistently high systolic blood pressure
since childhood is associated with poorer episodic memory and associative learning
as well as with worse visual processing and sustained attention in midlife. The
associations were found to be significant even after controlling for a wide range of
covariates, including age, sex, polygenic risk score, and adulthood cardiovascular
risk factors (total cholesterol, BMI, fasting glucose, smoking, physical activity, and
diet). Furthermore, in the original publication II, the observations were additionally
controlled for childhood school performance, education, and childhood SES, and the
associations remained essentially similar. A similar association was not observed for
diastolic blood pressure.

The results of the association between high systolic blood pressure and worse
cognitive performance are in line with the results of previous prospective studies
conducted on adults [61], middle-aged [58,59,62], and old-aged [60] individuals.
These studies observed that elevated systolic blood pressure is associated with poorer
memory [58,60—62], slower processing speed [58,59,61,62], or worse executive
function [59,61]. It is important to note that, in the present thesis, similar cognitive
domain-specific findings were observed, as consistently high systolic blood pressure
since childhood was found to be associated with poorer episodic memory and
associative learning as well as worse visual processing and sustained attention. These
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observations thus indicate that the harmful role of high systolic blood pressure may
start to influence cognitive performance earlier than believed.

The CARDIA study is the only previous observational cohort with its follow-up
time starting from young adulthood (age range at baseline between 18 and 30 years)
[61]. Moreover, the Young Finns Study has the potential to focus on even earlier
time windows during one’s lifespan, as it covers the important age windows of
childhood and adolescence, with its participants aged between three and 18 years at
baseline examinations. Unfortunately, no other prospective cohorts since childhood
exist where the plausible role of early life blood pressure levels on later life cognitive
performance could be studied. In this thesis, systolic blood pressure was modeled
from childhood to midlife using trajectory modeling. In the modeling, high systolic
blood pressure was observed to occur in two separate groups. In one group, systolic
blood pressure was already high in childhood and remained consistently high until
midlife. In another group, systolic blood pressure was observed to be normal in
childhood, but continuously increasing blood pressure levels were observed from
youth to midlife. Consistently high systolic blood pressure was associated with
poorer episodic memory and associative learning, while continuously increasing
systolic blood pressure was associated with worse visual processing and sustained
attention. The present findings thus complement the earlier observation from the
Young Finns Study, where high systolic blood pressure in early life was observed to
be associated with poorer episodic memory and associative learning, while no
association was observed between early life systolic blood pressure and visual
processing and sustained attention [64]. It can thus be hypothesized that high systolic
blood pressure starts influencing learning and memory from childhood, but its
influence on processing speed may start later during young adulthood.

Previous studies have also longitudinally modeled cardiovascular risk factors.
Using a similar trajectory modeling as in this thesis to identify blood pressure
trajectories, the CARDIA study identified five groups for systolic and diastolic blood
pressure [237]. This is a departure from this thesis, which identified only three
diastolic blood pressure groups. The visual comparison of the systolic blood pressure
trajectory models between the CARDIA study and this thesis looks virtually similar.
The shape of the five different groups in systolic blood pressure is also similar, but
there is a difference in the increasing systolic blood pressure group. In the CARDIA
study, systolic blood pressure starts increasing after the age of 30, while in the Young
Finns Study, systolic blood pressure elevates in adolescence. For this difference,
there are several potential reasons. The CARDIA study was conducted with
participants from the US, and its baseline study was conducted when the participants
were aged between 18 and 30. The participants in the Young Finns Study were thus
approximately 15 years younger at the baseline examinations. It might be
hypothesized that participants with better general health at the time of baseline
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examinations participated in the CARDIA study clinical examinations, while in the
Young Finns Study, the younger participants at baseline resulted in a study
population that is less selected and thus more representative of the general
population.

There are several potential mechanisms for the association between high blood
pressure and poorer cognitive performance. In experimental studies, the blood—brain
barrier disruption has been suggested as a causal link between high blood pressure
and worse cognitive performance [238]. In a study conducted on rats, high blood
pressure was found to increase the leakage of serum components from small
arterioles into the hippocampus through the impaired blood-brain barrier [238].
Furthermore, long-term hypertension has been related to increased arterial stiffness,
which might possibly lead to ischemic conditions [62]. However, the detailed
mechanisms for this association remain uncertain.

6.3 Serum lipids

The main results of this thesis indicate that consistently high total and LDL
cholesterol levels since childhood are associated with poorer episodic memory and
associative learning in midlife. Even after a wide range of covariates—age, sex,
polygenic risk score, and adulthood cardiovascular risk factors (systolic blood
pressure, BMI, fasting glucose, smoking, physical activity, and diet)—were
controlled, the association remained robust. Moreover, in the original publication II,
even when the observation was additionally controlled for childhood school
performance, education, and childhood SES, the association remained essentially
similar.

These observations are in line with those of previous prospective studies
conducted on adults [61,72], middle-aged [71,72], and old-aged [70,72] individuals,
that reported an association between serum lipids and cognitive performance. Out of
these studies, only one examined the associations of other lipids and observed an
inverse association between cognitive performance and total cholesterol, LDL
cholesterol, and triglycerides [71]. According to previous studies, higher total
cholesterol is related to poorer memory [61,71,72], worse executive function [70—
72], or reduced sustained attention [70,71]. The present results indicate an inverse
association between high total and LDL cholesterol and episodic memory and
associative learning. This observation, which is similar to that of previous studies,
suggests a plausible and important role for early life total and LDL cholesterol levels
in adulthood cognitive performance.

The total and LDL cholesterol were modeled from childhood to midlife using
trajectory modeling. The model identified three distinct groups from the whole study
population for both total and LDL cholesterol. For example, the participants’ total
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cholesterol concentration from childhood to midlife was consistently close to 6
mmol/l in the highest total cholesterol group, consistently close to 5 mmol/l in the
middle group, and consistently close to 4 mmol/I in the lowest group. The inverse
association between total cholesterol and episodic memory and associative learning
was observed only for the highest total cholesterol group when compared to the
participants in the lowest total cholesterol group. Achieving AHA’s definition for an
ideal total cholesterol—<5.172 mmol/l [94]—might thus be important to consider
from childhood in relation to adulthood cognitive health.

The importance of early life high cholesterol levels has been highlighted by a
previous report from the Young Finns Study, where higher LDL cholesterol in
childhood was observed to be associated with poorer episodic memory and
associative learning in midlife [64]. The findings of this thesis thus complement
those of this previous report. Furthermore, the B estimates in this thesis were higher
for total cholesterol than for LDL cholesterol, which may underline that total
cholesterol has a central role in cognitive performance. However, as no associations
were observed for HDL cholesterol or triglycerides, an adverse association for high
total cholesterol might be mainly mediated via LDL cholesterol.

Furthermore, previous studies have used trajectory modeling to examine serum
lipids longitudinally. In the Framingham Offspring Study, three trajectory groups
were identified for non-HDL cholesterol between the ages of 30 and 65 years [239].
In that study, a similar method was used as in the present thesis, and the shapes of
the non-HDL cholesterol groups until the age of 50 years corresponded to the present
thesis’ total cholesterol and LDL cholesterol groups. After the age of 50, the non-
HDL cholesterol levels in the highest group started to decline.

The potential mechanism for the association between adverse serum lipids and
cognitive performance is uncertain. As a neuropathological mechanism, high total
cholesterol and LDL cholesterol are suggested to increase neuritic plaques (which
are suggested to induce the formation of beta-amyloid plaques) in both the neocortex
and the hippocampal/entorhinal region [240]. Experimental evidence supports the
causal role of hypercholesterolemia in cognitive performance. In rats,
hypercholesterolemia has been found to be associated with memory impairment,
cholinergic dysfunction, inflammation, enhanced cortical beta-amyloid and tau
protein accumulation, and microbleedings, all of which have a role in Alzheimer’s
disease pathology [241]. Further supporting findings have been reported in a study
conducted on mice, where hypercholesterolemia was found to be associated with
increased neuroinflammation and amyloid precursor protein [242]. However, further
research is required to uncover the detailed mechanisms.
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6.4 Obesity and overweight

This thesis’ main results indicate that overweight and obesity from childhood are
associated with worse visual processing and sustained attention in midlife in a dose-
responsive manner. Even after taking into account a wide range of covariates—age,
sex, polygenic risk score, and adulthood cardiovascular risk factors (systolic blood
pressure, total cholesterol, fasting glucose, smoking, physical activity, and diet)—
the associations were robust. In the original publication II, even when the
observations were additionally controlled for childhood school performance,
education, and childhood SES, the associations remained essentially similar.

The finding of the association of overweight and obesity with worse cognitive
performance is in line with previous prospective studies conducted on adolescents
or adults [78,80,81], middle-aged [77—79], and old-aged [60] individuals. Previous
studies used either BMI [60,77,78,80,81], waist-to-hip ratio [78], or waist
circumference [79] to assess adiposity, overweight, and obesity, observing that
overweight and obesity are associated with poorer memory [60,78,80,81], slower
processing speed [77,79-81], or worse executive function [80]. A similar cognitive
domain-specific finding was thus observed in this thesis, as both overweight and
obesity since childhood were associated with worse visual processing and sustained
attention in a dose-responsive manner.

Trajectory modeling was used to longitudinally model BMI from childhood to
midlife. The modeling identified four distinct BMI groups, of which two groups
gained weight continuously from childhood to midlife. In one of these two groups,
the participants had a BMI close to or over 30 kg/m? while the participants in the
other group had a BMI up to 40 kg/m? in midlife. This highlights the importance of
more aggressive means for preventing obesity since childhood, as obesity is known
to influence cardiovascular health and also importantly, as shown in this thesis,
cognitive health much earlier than believed.

BMI trajectories have been previously reported in the Young Finns Study
population [243], where six distinct trajectory groups were identified for BMI. Three
trajectory groups were identified for overweight and obese BMI levels, while two
groups were identified in this thesis. Additionally, a smaller minimum group size
was allowed, which resulted in the identification of 43 participants who lost weight
from overweight to normal weight after the age of 30. This group was not observed
in this thesis, probably because the group sizes were preferred to be >5% of the whole
study population to meaningfully analyze cognitive performance. It is thus possible
that these individuals with fluctuating BMI levels might have been categorized into
a trajectory group with close to normal weight in this thesis. Moreover, due to
trajectory modeling, it was not possible in this thesis to focus on the association of
losing weight with cognitive performance.
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The mechanisms capable of explaining the association between obesity and
overweight on cognitive performance or risk of dementia are unclear. It is
hypothesized that lifestyle factors—diet, smoking, alcohol consumption, and
physical activity—may interact with obesity and thus modify the association
between obesity and the risk of dementia [75]. Obesity is also a risk factor for
cardiovascular diseases and may thus influence cognitive performance indirectly via
cardiovascular risk factors and diseases. Other hypotheses regarding the underlying
mechanisms are suggested to be secretions of adipose tissue, such as hormones,
cytokines, and growth factors [80]. These various bioactive metabolites include
insulin-like growth factor-I, transforming growth factor B, tumor necrosis factor o,
angiotensin II, leptin, neurotrophins, fatty acids, and many other factors that may
cross the blood—brain barrier, affect brain metabolism, and subsequently cause
dementia [244]. Furthermore, obesity’s causal relationship with cognitive
performance is supported by the existing experimental evidence. In a study
conducted on mice, diet-induced adiposity and weight gain without physical exercise
were found to be associated with poorer cognitive performance [245]. In another
study conducted on mice [246], overweight was caused by a high-fat diet in young
mice during a 15-week period. Afterwards, a normal low-fat diet was continued, and
body weight returned to normal. However, being overweight in early life was
observed to be associated with poor learning and memory as well as synaptic
impairment in the adult mice’s hippocampus. This study supports the view that,
independent of adulthood weight status, childhood overweight might contribute to
adulthood cognitive performance.

6.5 Limitations of blood pressure, serum lipids, and
obesity and overweight studies

A significant limitation of the studies that examined the associations between
individual cardiovascular risk factors and cognitive performance is that they did not
take into account cardiovascular risk factor accumulation. Most of the previous
studies focused on the effect of a single risk factor in relation to cognitive
performance or risk of dementia, usually considering other cardiovascular risk factor
covariates. According to the Lancet Commission, even controlling other
cardiovascular risk factors does not fully take into account the combinations and
contexts in which risk occurs [3]. However, in the Lancet Commission’s statement,
risk factor accumulation is not listed as a potentially modifiable risk factor for
dementia, which might be mainly because of the lack of studies on risk factor
accumulation. Furthermore, it is important to note that risk factor accumulation was
studied for the first time from childhood to midlife in the Young Finns Study.
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Another significant limitation of previous studies is their assessment of risk
factors. Most of them examined risk factors at a single time point (e.g., in midlife)
and cognitive performance after a varying time of follow-up or cross-sectionally. It
has been shown that longitudinal risk factor levels have a better predictive ability
than a model that uses only the most recent measurement information concerning
cardiovascular risk factors [247]. Furthermore, the previous data with risk factor
assessment at a single time point do not allow the researchers to consider the
exposure time or the potentially critical age windows for exposure when the adverse
risk factor levels might have a higher influence on cognitive health, such as growth
and maturation in adolescents.

This thesis’ potential limitation is its trajectory modeling method, which was
used to model cardiovascular risk factor levels from childhood to midlife. Trajectory
modeling is a data-driven method in which all available data is used and no a priori
hypothesis is applied. Trajectory modeling thus allows longitudinal modeling of the
risk factors; it discriminates participants based on the natural history of the risk factor
levels and, eventually, assigns all participants to groups where they have the highest
probability of belonging. The plausible limitation in the trajectory method may result
if the analyses produce subgroups that look like homogenous risk factor levels—
however, in reality, the risk factor levels in the subgroups are more heterogenous.
Hence, the method may generate groups that do not exist or oversimplify a complex
reality. However, if the diagnostic criteria in the analyses are carefully followed,
trajectory modeling offers an accurate method to model longitudinally measured
cardiovascular risk factors and to effectively discriminate participants into clinically
meaningful groups.

The potential limitation caused by reverse causation in observational studies
needs to be addressed as well. In particular, the causal role of obesity in cognitive
deficits and dementias has been discussed in previous literature. Importantly, the
Lancet Commission acknowledged midlife obesity as a risk factor for dementia [3].
However, later life weight decline [74] and underweight [75,76] were also found to
be associated with increased risk of dementia. Furthermore, later life obesity has not
been shown to be associated with the risk of dementia [74]. In addition, a large-scale
British study with nearly two million participants suggested that midlife obesity is
not associated with the risk of dementia. However, the authors of that study argued
that short follow-up (a median of 9.1 years) or missing covariates—blood pressure,
serum lipids, and SES—might interrupt the observed associations. Additionally, the
causal relationship between cognitive performance and elevated blood pressure
[238], high total cholesterol [241,242], and obesity [245] is supported by
experimental animal data.
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6.6 Cardiovascular risk factor accumulation and
cognitive performance

The main result of this thesis indicates that the accumulation of adverse
cardiovascular risk factors—elevated systolic blood pressure, high total cholesterol,
and overweight and obesity—since childhood is associated with worse cognitive
performance in midlife. The cognitive tests where significant associations for
cardiovascular risk factor accumulation were observed indicated poorer cognitive
performance in episodic memory and associative learning, visual processing and
sustained attention, and reaction and movement time. The association for risk factor
accumulation was present even after age, sex, polygenic risk score, and other
adulthood cardiovascular risk factors—fasting glucose, smoking, physical activity,
and diet—were controlled. In the original publication II, when the observations were
additionally controlled for childhood school performance, education, and childhood
SES, the associations remained essentially similar.

The finding of the association between cardiovascular risk factor accumulation
and worse cognitive performance is in line with the previous prospective studies
conducted on adults [113,114], middle-aged [79,95,99-109,248], and old-aged
[60,98] individuals. Furthermore, cross-sectional studies have observed similar
associations in middle-aged populations [97,110-112]. The previous studies have
observed that cardiovascular risk factor accumulation is associated with a wide range
of cognitive domains, such as poorer memory [60,95,97,98,100,102—-104,106—
108,110,111,113,114], slower processing speed [79,99,104,107-113], worse
executive function [95,97,99,103-105,107,108,112-114,248], and worse verbal
abilities [100,101,104,108,110,248].

Risk factor accumulation was evaluated by calculating a cardiovascular risk
score, where the trajectory groups within adverse levels in systolic blood pressure,
serum total cholesterol, and BMI were considered to contribute to risk factor
accumulation. Previous studies used various methods to assess risk factor
accumulation, such as AHA’s Life’s Simple 7 ideal cardiovascular health metric
[104,110-113], Framingham Risk Scores [79,99,101,103,105,106], and the CAIDE
Study Risk Score [107-109]. Several other methods for assessing risk factor
accumulation have also been used [95,100,102,114,248].

6.6.1 Limitations of cardiovascular risk factor accumulation
studies

A significant limitation of the previous studies that assessed cardiovascular risk
factor accumulation is that they used varying methods to do so. Though there are
several clinical tools for assessing risk factor accumulation, it is important to note
that these tools were originally developed to predict the risk of cardiovascular

124



Discussion

disease, coronary heart disease, or stroke [91-93]. By far, the CAIDE Study Risk
Score is the only tool capable of assessing midlife risk factor accumulation in relation
to later life risk of dementia [90]. Previous studies used the CAIDE Study Risk Score
to assess the association between midlife risk factor accumulation and cognitive
performance. However, no risk factor accumulation score or tool for early life risk
factor levels has been developed to assess the level of cognitive performance and
later risk of cognitive deficits or even dementia, which may mainly be due to the lack
of observational data on the associations since early life. The clinical tools used by
previous studies to evaluate risk factor accumulation and cognitive performance
might not be appropriate for early life risk factor levels. Future research is thus
needed to overcome this limitation.

The cardiovascular risk factor score used in this thesis to assess cardiovascular
risk factor accumulation from childhood to midlife may not be considered a clinical
tool to evaluate cognitive performance later in life. Since different risk factors had
different [ estimates—for example, the BMI of two distinct trajectory groups were
both within adverse BMI levels—it might indicate that the impact of risk factors may
be unequal. Therefore, the risk score may be useful at the population level but not
applicable at the individual level in clinical practice.

6.7 Serum creatinine and cognitive performance

The main results of this thesis showed that, compared to low serum creatinine,
consistently higher clinically normal serum creatinine levels are associated with
better short-term working memory as well as better episodic memory and associative
learning in men. This association remained significant despite wide adjustments
including age, childhood school performance, education, APOE genotype,
antihypertensive medication use, and other adulthood cardiovascular risk factors
(systolic blood pressure, total cholesterol, BMI, smoking, physical activity, diet, and
diabetes and impaired fasting glucose). Similar associations, however, were not
observed for women. In addition, low serum creatinine was associated with worse
childhood school performance, low education, smoking, and low physical activity.
The observed association between serum creatinine and poor memory function
in men has not been widely examined. Only a few previous studies have reported
similar findings, but all of them used eGFR to study serum creatinine’s association
with cognitive performance [180,182,183] or risk of dementia [179]. Hence, no
studies have directly reported observations concerning serum creatinine.
Furthermore, one study used measured GFR that reflects true hyperfiltration [181],
although it was conducted on the same study population as the study that also
assessed the association for eGFR [180]. These studies observed that high GFR/low
serum creatinine is associated with slower processing speed [180,181], worse
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performance in the Six-item Screener briefly measuring recall and temporal
orientation [182], and a decline in global cognition [183]. It is important to note that
most of the previous studies examined the association between decreased eGFR—
and thus clinically high serum creatinine, which reflects impaired kidney function—
with cognitive performance. A plausible nonlinear association for serum creatinine
might not thus be observed in previous studies.

In this thesis, no association between women’s serum creatinine and cognitive
performance was observed. There are several potential mechanisms for the lack of
this association. Men and women differ in creatinine levels mainly because men have
a higher muscle mass than women. Creatinine diffuses out of the cells and is excreted
by the kidneys at a fairly constant rate. As more than 90% of the creatinine molecules
are located in the skeletal muscle, creatinine excretion is thus estimated to be 20%
less in women [249], and impaired creatinine metabolism may result in declined
cognitive performance in men first. This potential mechanism might have been
observed in a previous study on over two million middle-aged or old-aged South
Korean participants, where increased eGFR, and thus low serum creatinine, was
found to be associated with an increased risk of all-cause and vascular dementia in
both sexes [179]. Interestingly, it was observed that men or individuals under 65
years with high eGFR/low serum creatinine had a higher risk of Alzheimer’s disease.
It can thus be hypothesized that the association between serum creatinine and
cognitive performance is not yet visible in women in the Young Finns Study, where
the participants are relatively young and cognitively healthy.

In this thesis, no association was observed between serum creatinine and visual
processing and sustained attention or reaction and movement time. This may indicate
that these cognitive domains are plausibly determined by other factors unrelated to
serum creatinine. This thesis instead suggests that reaction and movement time is
faster among participants with higher cumulative physical activity. Moreover, a
weak association between higher physical activity and better visual processing and
sustained attention was observed among men. Visual processing and sustained
attention was also observed to be worse among those with consistently high systolic
blood pressure, were overweight and obese since childhood, or had cardiovascular
risk factor accumulated since childhood. These cognitive domains might thus be
mediated via cardiovascular risk factors rather than serum creatinine. However, it
can be hypothesized that, as physical activity is known to be associated with higher
serum creatinine levels, it may be linked to better cognitive performance via high
serum creatinine levels and other pathways.
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6.7.1 Limitations of serum creatinine studies

The association between clinically normal high serum creatinine and poor cognitive
performance is a somewhat novel and less-studied observation, which means that its
potential mechanisms also remain uncertain, as previous literature has barely
touched on the subject. Furthermore, since no experimental data exist to elucidate
this observation, the plausible mechanisms can only be speculated.

In addition to cognitive performance, previous literature has proposed that high
eGFR, and thus low serum creatinine, is an early manifestation of cardiovascular risk
factors, such as prehypertension, hypertension, prediabetes, diabetes, obesity, and
smoking. A plausible limitation of the previous studies might thus be their main
focus, i.e., kidney function, because eGFR might indicate non-GFR-related factors
rather than kidney function. For example, the cardiovascular risk-associated change
in eGFR is suggested to be interpreted with caution because eGFR is associated with
a higher number of cardiovascular risk factors compared to measured GFR [172].
Hence, high eGFR/low serum creatinine might indicate an adverse cardiovascular
risk factor profile for several risk factors, possibly before they result in the clinical
manifestation of any disease, and thus the accumulation of several risk factors may
be linked to cognitive performance. Furthermore, serum creatinine levels are
influenced by dietary protein intake and physical activity, which might be linked to
cognitive performance as well.

In previous studies, impaired kidney function, which was suggested to manifest
as glomerular hyperfiltration, may be a plausible mechanism for decreased
eGFR/low serum creatinine. In the present study, a significant limitation is the lack
of more accurate means to assess kidney function, such as measured creatinine
clearance, cystatin C, or albuminuria/proteinuria levels.

Moreover, creatinine has been shown to have a role in energy metabolism in the
brain and to be an end-product in the degradation of creatine and phosphocreatine
[185]. Creatine and phosphocreatine degradation into creatinine in the brain is
suggested to be increased in impaired brain energy metabolism in Alzheimer’s
disease [184,250]. Furthermore, it has been suggested that oral creatine
supplementation may plausibly improve memory in healthy adults [249], which
highlights the possibility that low serum creatinine levels are not potentially optimal
for maintaining energy metabolism in the brain. However, the causal relations are
not possible to be determined, as it remains uncertain whether better cognitive
performance is caused by clinically normal high serum creatinine or clinically
normal high serum creatinine is caused by better cognitive performance.
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6.8 Strengths and limitations

This thesis has several important strengths. First, the Young Finns Study is a unique,
large, and randomly selected population-based cohort, which enables the
longitudinal examination of extensively and repeatedly measured cardiovascular risk
factors from childhood to midlife with a 31-year follow-up. The study population
can be thus considered representative of the general Finnish population. Second, as
the study population is young and cognitively healthy, the data offers the possibility
to study the associations between several risk factors and cognitive performance
before the pathophysiological processes that lead to clinically detectable cognitive
deficits begin. This outlook is important, as it offers potentially effective means for
primary and even primordial prevention. Third, this study assessed cognitive
performance using a computerized neuropsychological test battery, CANTAB®,
which might reflect different cognitive domains accurately. Computerized cognitive
testing might have several advantages—better precision, standardization, and
reliability—compared to traditional noncomputerized tests [29,251]. Importantly,
previous studies have indicated that the CANTAB® test battery may be able to
predict the development of dementia in the preclinical population [252,253].
Interestingly, the CANTAB® battery might be useful to differentiate dementias, such
as Alzheimer’s disease and frontotemporal dementia [254]. However, it is not
possible to evaluate the risk of dementia in the Young Finns Study population
because it does not include participants who have dementia. Additionally, no
previous large-scale observational population-based study applying CANTAB® and
focusing on dementia risk exists, which prevents us from comparing our results to
previous findings in populations with demented participants.

This study has some limitations that must be addressed. First, it assessed
cognitive performance only once in early midlife. It is thus not possible to draw
conclusions on the associations of the risk factors with the possible changes in
cognitive performance. Second, high cognitive ability before age-related cognitive
decline starts is shown to be important in relation to later life cognitive performance.
Since the baseline cognitive performance was not assessed, this might have caused
bias in the interpretation of the observational findings in the present thesis. However,
childhood school performance was used as a proxy for baseline cognitive
performance and a covariate in all statistical models. Importantly, the associations
remained robust and significant. Third, several statistical tests were applied, which
increases the probability of false-positive findings. It is important to note that the
analyses in this thesis were based on strict hypotheses, and multiple testing
corrections were thus not applied. Fourth, residual confounding might potentially
limit interpretations in all observational studies. Some unmeasured factors might
thus contribute to the observed associations with cognitive performance. However,
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the statistical models were adjusted for a wide array of possible confounding factors,
thus reducing the possibility of such a bias.

6.9 Future directions

Since diseases that most commonly cause cognitive deficits, such as Alzheimer’s
disease, might have an extremely long preclinical phase before the onset of
detectable symptoms, future research on the potential risk factors that influence
cognitive performance is needed [4]. Studying the associations between risk factors
from childhood and cognitive performance in adulthood is thus important for life-
course cognitive health promotion. To study the risk factors, it is important to note
that middle-aged or old-aged populations are not necessarily optimal, as nearly 20%
of individuals aged over 60 years may have at least mild deficits in cognitive
performance [255]. This thesis offers novel information on risk factors, including
physical activity, blood pressure, serum lipids, obesity, and risk factor accumulation
since childhood as well as serum creatinine since adulthood. However, it is important
that future studies confirm and replicate these observed associations.

Moreover, future studies from the Young Finns Study that focus on the other
plausible risk factors from childhood that are known to influence cognitive
performance in middle age or later are needed. These risk factors include glucose
metabolism factors and diabetes, dietary habits, alcohol consumption, and many
other behavioral and environmental factors. The future studies could also shed light
on the role of childhood risk factors and risk factor profiles in old-age cognitive
function and dementia risk. In addition, these studies will need to reveal whether
there are any specific age windows in childhood and/or adolescence during which
cardiovascular risk reduction would be of specific importance for cognitive health in
adulthood. Moreover, because the studies in this thesis reported observational
findings, the actual mechanisms for cardiovascular risk factors remain unclear.

While there are currently no effective pharmacologic treatments that prevent or
cure the major causes of cognitive deficits, such as Alzheimer’s disease, or slow its
progression, several previous studies have estimated the cost savings of future
interventions that either slow the clinical onset of dementia for five years or reduce
the symptoms could reduce health care payments up to 40% in the US [13]. In
addition to financial influences, the reduction in social burden caused by cognitive
deficits would be significant. Therefore, if the associations in this thesis are causal,
early interventions on potentially modifiable cardiovascular risk factors offer an
opportunity for the primordial promotion of cognitive health (Figure 11) and,
through that, a possibility to delay the onset of clinical cognitive deficits. The
promotion of cardiovascular health already from early life and beyond is of
paramount importance to improve an individual’s quality of life and respond to the
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increasing costs of public healthcare. This novel insight into the cardiovascular risk
factors on cognitive performance is needed to direct political decision making and
national health recommendations that aim to promote cognitive health across an
individual’s whole lifespan.

Finally, future randomized clinical trials are needed to identify the prevention
potential on an individual basis [4]. In particular, multidomain cardiovascular risk
factor reduction might be effective for dementia risk reduction and prevention. The
recently launched World-Wide FINGERS will add much-needed knowledge on the
effect of multidomain lifestyle intervention on a global scale [202].
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Figure 11. Potential additions to the modifiable risk factors for life-course primordial

promotion of cognitive health.
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Conclusions

As demonstrated by the studies described in this thesis, several cardiovascular risk
factors already since childhood are associated with worse cognitive performance in
adulthood. This highlights the importance of identifying persons with adverse
cardiovascular risk factor profiles since childhood as they are those with also a higher
risk of poor cognitive performance in midlife. This is important as cardiovascular
risk reduction would plausibly benefit their cognitive performance.

The following are the main conclusions of this thesis:

1.

Physical activity in childhood, adolescence, young adulthood, and adulthood
is associated with faster reaction and movement time in midlife. Reaction
and movement time was faster within all age windows and independent of
the physical activity levels reported in other age windows, indicating that it
is never too late to adopt a physically active lifestyle (Study I).

Consistently elevated systolic blood pressure and high total and LDL
cholesterol since childhood are associated with poorer episodic memory and
associative learning in midlife. Consistently elevated systolic blood pressure
and overweight and obesity since childhood are associated with worse visual
processing and sustained attention in midlife (Study II).

The accumulation of several cardiovascular risk factors—elevated systolic
blood pressure, high total cholesterol, and overweight and obesity—since
childhood is associated with poorer episodic memory and associative
learning, worse visual processing and sustained attention, and slower
reaction and movement time in midlife. The more the accumulation of risk
factors since childhood, the worse the cognitive performance (Study II).

In men, high clinically normal serum creatinine in adulthood is associated
with better episodic memory and associative learning as well as better short-
term working memory in midlife. Serum creatinine could provide a novel
and easily interpretable way to evaluate the risk of poor cognitive
performance in young and healthy men (Study III).

131



Acknowledgements

This thesis was carried out in 2017-2022 at the Research Centre of Applied and
Preventive Cardiovascular Medicine, University of Turku and at the Centre for
Population Health Research, University of Turku and Turku University Hospital, but
mostly at my homes in Pori and Turku.

This thesis was financially supported by the Juho Vainio Foundation, the Finnish
Cultural Foundation, the Finnish Medical Foundation, the Hilda Kauhanen
Memorial Fund, the Finnish-Norwegian Medical Foundation, and the Turku
University Foundation.

I wish to express my deepest gratitude to Adjunct Professor Suvi Rovio and
Professor Olli Raitakari for supervising this thesis. You trusted me on this project
and gave me the support, encouragement, and feedback I needed. I knew I could
contact either of you in case of any troubles and I always looked forward to our
meetings. | admire you both greatly. Suvi, I am grateful for you answering my
numerous questions from the beginning of my learning process on statistical analyses
to the finalization of this thesis. The tireless positive feedback you have given has
maintained my belief in this thesis. You have taught me the principles of research
work and I look forward to our future projects. Olli, it has been easy to rely on your
scientific expertise. Your honest feedback has challenged my thoughts, but at the
same time believing in my own ideas has helped me a lot through the project. I feel
privileged that I have had the chance to work with you.

I would like to extend my sincere thanks to Professor Olli Heinonen. You
introduced me to this research group during my last years at medical school. The
first time [ met you was before my medical studies in 2010 when I had some of my
many sports injuries. During these years, we have had inspiring conversations. I
consider you as my mentor in medicine, sports, science, and life.

I am also grateful to Assistant Professor Katja Pahkala for sharing her vast
knowledge in many ways. You have shown how top-level science is performed and
I really appreciate all the advice you have given. I want also thank Professor Markus
Juonala. Your exquisite expertise in both the research field and clinical work has
truly inspired me during my journey with this project. You are an excellent role
model for me as well as all the others.

132



Acknowledgements

I feel extremely honored that Professor Tiina Laatikainen has agreed to be my
opponent. [ would like to acknowledge the official reviewers of my thesis, Adjunct
Professor Tiia Ngandu and Adjunct Professor Eero Haapala. I am thankful that you
took the time to review my thesis, and your insightful comments and questions have
helped me to improve this thesis.

I want to thank the founders of the Cardiovascular Risk in Young Finns Study,
especially professor Jorma Viikari for giving me the opportunity to work with this
unique cohort. Additionally, I want to sincerely thank all my co-authors and
collaborators: Tapani Ronnemaa, Jaakko Nevalainen, Nina Hutri-K&honen, Mirja
Hirvensalo, Risto Telama, Tuija Tammelin, Pia Salo, Mika K&honen, Terho
Lehtimaki, Tomi P. Laitinen, Eero Jokinen, Leena Taittonen, and Paivi Tossavainen
for their support, help, and comments during these years. I would like to thank
Adjunct Professor Ville Kyto for being a member of my supervisory committee.

I owe my sincerest gratitude to the participants, and several staff members and
researchers of the Cardiovascular Risk in Young Finns Study over the study years.
This thesis would not have been possible to do without them. I warmly thank Nina
Ruotsalainen for being helpful whenever I needed assistance. I thank Johanna
Ikonen, Irina Lisinen, Noora Kartiosuo, Sini Stenbacka, Johanna Haapala, and Arja
Kyllidinen for the data management and statistical advice.

I want to thank all my colleagues in our research groups sincerely. Thank you
Tomi T. Laitinen, Joel Nuotio, Juhani Koskinen, Emmi Lyyra, Elina Puolakka,
Kristiina Pélve, Juha Mykkénen, Jarkko Heiskanen, Petri Kallio, Ari Ahola-Olli,
Niina Pitkénen, and Jukka Pihlman.

I want to thank all my colleagues at Satasairaala Hospital in the Departments of
Internal Medicine, Anesthesia and Critical Care, and Emergency. Thanks also to all
the colleagues in the Turku University Hospital Internal Medicine Department,
Kaarina Health Center, Muonio Health Center, and Karinakoti with whom I have
had the chance to work.

There is more to life besides work. I am extremely lucky to have a big group of
friends in my life. The list of people is long, but I must mention a few. I wish to
express my humble gratitude to my great friends Lassi Jr., Lassi Sr., Aleksi, and
Ville for all the good times together at medical school and thereafter. I am grateful
to fellows from AVS and to my Jukola team mates as well as to all my other friends
from the medical school for all the past and upcoming years. I also want to thank my
sports friends from the athletics tracks, roads, and trails. During competitions, the
game is on, but otherwise we all are a big family and share a common passion for
running. My warmest thanks go to Tommi for the long runs and lunch breaks as well
as tough races over the years. Many thanks to my sports club, Turun Urheiluliitto,
and my former and first sports club, Porin Yleisurheilu, for supporting my lifestyle
in endurance sports.

133



Juuso Hakala

I would also like to thank the Laari family for all your support and love. Sirpa,
Pasi, and Susanna, I feel fortunate to be part of your amazing family.

Above all, there are no words to express my gratitude toward my family. My
parents Timo and Soile, you have provided me with nothing but love and care
throughout my life. You have supported me more than I could ever asked for, and
you truly have put your children first. [ am extremely thankful to my sisters, Johanna
and Anniina, for supporting me on all occasions. | also want to express my
wholehearted gratitude to my grandfather (7uffa), Simo, and uncle, Ismo, who have
been there for me from the beginning of my life.

Finally, I want to thank the love of my life, my wife Sini. You have witnessed
from close by both the highs and the lows during my PhD studies and somehow you
have been able to endure them. Everything I have achieved is the result of our
partnership and love. This work is dedicated to you.

Pori, May 2022

Juuso Olavi Hakala

134



References

10

11

12

13

14

15

16

Global action plan on the public health response to dementia 2017-2025. Geneva: World Health
Organization; 2017; https://apps.who.int/iris/rest/bitstreams/1092215/retrieve

Prince M, Bryce R, Albanese E, et al. The global prevalence of dementia: a systematic review
and meta-analysis. Alzheimer’s Dement 2013;9:63-75. doi:10.1016/j.jalz.2012.11.007
Livingston G, Huntley J, Sommerlad A, ef al. Dementia prevention, intervention, and care: 2020
report of the Lancet Commission. Lancet 2020;396:413—46.
doi:10.1016/S0140-6736(20)30367-6

Scheltens P, De Strooper B, Kivipelto M, ef al. Alzheimer’s disease. Lancet 2021;397:1577-90.
doi:10.1016/S0140-6736(20)32205-4

Norton S, Matthews FE, Barnes DE, et al. Potential for primary prevention of Alzheimer’s
disease: An analysis of population-based data. Lancet Neurol 2014;13:788-94.
doi:10.1016/S1474-4422(14)70136-X

Guthold R, Stevens GA, Riley LM, et al. Global trends in insufficient physical activity among
adolescents: a pooled analysis of 298 population-based surveys with 1-6 million participants.
Lancet Child Adolesc Heal 2020;4:23-35. doi:10.1016/S2352-4642(19)30323-2

Hoang TD, Reis J, Zhu N, et al. Effect of Early Adult Patterns of Physical Activity and Television
Viewing on Midlife Cognitive Function. JAMA Psychiatry 2016;73:73-9.
doi:10.1001/jamapsychiatry.2015.2468

Kiely KM. Cognitive Function. In: Encyclopedia of Quality of Life and Well-Being Research.
Springer Netherlands 2014. 974-8. doi:10.1007/978-94-007-0753-5_426

Tulving E. Episodic memory: From mind to brain. Annu Rev Psychol 2002;53:1-25.
doi:10.1146/annurev.psych.53.100901.135114

Squire LR. Memory and the Hippocampuss: A Synthesis From Findings With Rats, Monkeys,
and Humans. Psychol Rev 1992;99:195-231. do0i:10.1037/0033-295X.99.2.195

Diamond A. Executive functions. Annu. Rev. Psychol. 2013;64:135-68. doi:10.1146/annurev-
psych-113011-143750

Mesulam MM. From sensation to cognition. Brain 1998;121:1013-52.
doi:10.1093/brain/121.6.1013

2020 Alzheimer’s disease facts and figures. Alzheimer’s Dement 2020;16:391—460.
doi:10.1002/alz.12068

Salthouse TA. When does age-related cognitive decline begin? Neurobiol Aging 2009;30:507—
14. doi:10.1016/j.neurobiolaging.2008.09.023

Harada CN, Natelson Love MC, Triebel KL. Normal cognitive aging. Clin Geriatr Med
2013;29:737-52. doi:10.1016/j.cger.2013.07.002

Bishop NA, Lu T, Yankner BA. Neural mechanisms of ageing and cognitive decline. Nature
2010;464:529-35. doi:10.1038/nature08983

Miller DI, Halpern DF. The new science of cognitive sex differences. Trends Cogn Sci
2014;18:37-45. doi:10.1016/j.tics.2013.10.011

135



Juuso Hakala

18

19

20
21

22

23
24

25

26

27

28

29

30

31

32

33

34

35

36

136

Rovio SP, Pahkala K, Nevalainen J, et al. Cognitive performance in young adulthood and midlife:
Relations with age, sex, and education—The Cardiovascular Risk in Young Finns Study.
Neuropsychology 2016;30:532—42. doi:10.1037/neu0000239

Bao A-M, Swaab DF. Sexual differentiation of the human brain: Relation to gender identity,
sexual orientation and neuropsychiatric disorders. Front Neuroendocrinol 2011;32:214-26.
doi:10.1016/j.yfrne.2011.02.007

Arvanitakis Z, Shah RC, Bennett DA. Diagnosis and Management of Dementia: Review. JAMA
- J Am Med Assoc 2019;322:1589-99. doi:10.1001/jama.2019.4782

Jellinger KA, Attems J. Prevalence of dementia disorders in the oldest-old: An autopsy study.
Acta Neuropathol 2010;119:421-33. doi:10.1007/s00401-010-0654-5

Toth P, Tarantini S, Csiszar A, et al. Functional vascular contributions to cognitive impairment
and dementia: Mechanisms and consequences of cerebral autoregulatory dysfunction, endothelial
impairment, and neurovascular uncoupling in aging. Am J Physiol - Hear Circ Physiol
2017;312:H1-20. doi:10.1152/ajpheart.00581.2016

Toda N. Age-related changes in endothelial function and blood flow regulation. Pharmacol Ther
2012;133:159-76. doi:10.1016/j.pharmthera.2011.10.004

Alvarez JA, Emory E. Executive function and the frontal lobes: A meta-analytic review.
Neuropsychol Rev 2006;16:17-42. doi:10.1007/s11065-006-9002-x

Andersson C, Lindau M, Almkvist O, et al. Identifying patients at high and low risk of cognitive
decline using Rey Auditory Verbal Learning Test among middle-aged memory clinic outpatients.
Dement Geriatr Cogn Disord 2006;21:251-9. doi:10.1159/000091398

Nasreddine ZS, Phillips NA, Bédirian V, et al. The Montreal Cognitive Assessment, MoCA: A
brief screening tool for mild cognitive impairment. J Am Geriatr Soc 2005;53:695-9.
doi:10.1111/5.1532-5415.2005.53221.x

Tombaugh TN, McIntyre NJ. The Mini-Mental State Examination: A Comprehensive Review. J
Am Geriatr Soc 1992;40:922-35. doi:10.1111/J.1532-5415.1992.TB01992.X

Morris JC, Edland S, Clark C, ef al. The consortium to establish a registry for alzheimer’s disease
(cerad): Part iv. rates of cognitive change in the longitudinal assessment of probable alzheimer’s
disease. Neurology 1993;43:2457-65. doi:10.1212/wnl.43.12.2457

Sternin A, Burns A, Owen AM. Thirty-five years of computerized cognitive assessment of aging
— Where are we now? Diagnostics 2019;9:1-13. doi:10.3390/diagnostics9030114

Zygouris S, Tsolaki M. Computerized cognitive testing for older adults: A review. Am J
Alzheimers Dis Other Demen 2015;30:13-28. doi:10.1177/1533317514522852

Wild K, Howieson D, Webbe F, et al. Status of computerized cognitive testing in aging: A
systematic review. Alzheimer’s Dement 2008;4:428-37. d0i:10.1016/j.jalz.2008.07.003

Fray PJ, Robbins TW. CANTAB battery: Proposed utility in neurotoxicology. Neurotoxicol
Teratol 1996;18:499-504. doi:10.1016/0892-0362(96)00027-X

W.ROBBINS T, MERLE JAMES, M. OWEN A, et al. A study of performance on tests from the
CANTAB battery sensitive to frontal lobe dysfunction in a large sample of normal volunteers:
Implications for theories of executive functioning and cognitive aging. J Int Neuropsychol Soc
1998;4:474-90. http://journals.cambridge.org/abstract S1355617798455073

Junkkila J, Oja S, Laine M, et al. Applicability of the CANTAB-PAL computerized memory test
in identifying amnestic mild cognitive impairment and alzheimer’s disease. Dement Geriatr Cogn
Disord 2012;34:83-9. doi:10.1159/000342116

Egerhazi A, Berecz R, Bartok E, ef al. Automated Neuropsychological Test Battery (CANTAB)
in mild cognitive impairment and in Alzheimer’s disease. Prog Neuro-Psychopharmacology Biol
Psychiatry 2007;31:746-51. doi:10.1016/j.pnpbp.2007.01.011

Livingston G, Sommerlad A, Orgeta V, et al. Dementia prevention, intervention, and care. Lancet
2017;390:2673-734. doi:10.1016/S0140-6736(17)31363-6



37

38

39

40

41

42

43

44

45

46

47

48

49

50

51

52

53

54

References

Lehtimaki T, Moilanen T, Viikari J, et al. Apolipoprotein E phenotypes in Finnish youths: A
cross-sectional and 6-year follow-up study. J Lipid Res 1990;31:487-95.
doi:10.1016/s0022-2275(20)43170-0

Cedazo-Minguez A. Apolipoprotein e and Alzheimer’s disease: Molecular mechanisms and
therapeutic opportunities: Alzheimer Review Series. J Cell Mol Med 2007;11:1227-38.
doi:10.1111/5.1582-4934.2007.00130.x

Montagne A, Nation DA, Sagare AP, et al. APOE4 leads to blood—brain barrier dysfunction
predicting cognitive decline. Nat 2020 5817806 2020;581:71-6.
doi:10.1038/S41586-020-2247-3

Korous KM, Causadias JM, Bradley RH, ef al. A Systematic Overview of Meta-Analyses on
Socioeconomic Status, Cognitive Ability, and Achievement: The Need to Focus on Specific
Pathways. Psychol Rep Published Online First: 2020. doi:10.1177/0033294120984127
Hackman DA, Farah MJ. Socioeconomic status and the developing brain. Trends Cogn Sci
2009;13:65-73. doi:10.1016/j.tics.2008.11.003

Faul JD, Ware EB, Kabeto MU, et al. The Effect of Childhood Socioeconomic Position and Social
Mobility on Cognitive Function and Change among Older Adults: A Comparison between the
United States and England. Journals Gerontol - Ser B Psychol Sci Soc Sci 2021;76:S51-63.
doi:10.1093/geronb/gbaal38

Sha T, Yan Y, Cheng W. Associations of childhood socioeconomic status with mid-life and late-
life cognition in Chinese middle-aged and older population based on a 5-year period cohort study.
Int J Geriatr Psychiatry 2018;33:1335-45. doi:10.1002/gps.4930

Aartsen MJ, Cheval B, Sieber S, et al. Advantaged socioeconomic conditions in childhood are
associated with higher cognitive functioning but stronger cognitive decline in older age. Proc
Natl Acad Sci U S A2019;116:5478-86. doi:10.1073/pnas.1807679116

Staff RT, Chapko D, Hogan MJ, et al. Life course socioeconomic status and the decline in
information processing speed in late life. Soc Sci Med 2016;151:130-8.
doi:10.1016/j.socscimed.2016.01.019

Moceri VM, Kukull WA, Emanual I, ef al. Using census data and birth certificates to reconstruct
the early-life socioeconomic environment and the relation to the development of Alzheimer’s
disease. Epidemiology 2001;12:383-9. doi:10.1097/00001648-200107000-00007

Lenehan ME, Summers MJ, Saunders NL, et al. Relationship between education and age-related
cognitive decline: A review of recent research. Psychogeriatrics 2015;15:154-62.
doi:10.1111/psyg.12083

Seblova D, Berggren R, Lovdén M. Education and age-related decline in cognitive performance:
Systematic review and meta-analysis of longitudinal cohort studies. Ageing Res Rev
2020;58:101005. doi:10.1016/j.arr.2019.101005

Deary 1J, Whalley LJ, Lemmon H, ef al. The stability of individual differences in mental ability
from childhood to old age: Follow-up of the 1932 Scottish mental survey. Intelligence
2000;28:49-55. doi:10.1016/S0160-2896(99)00031-8

Richards M, Shipley B, Fuhrer R, et al. Cognitive ability in childhood and cognitive decline in
mid-life: longitudinal birth cohort study. BM.J2004;328:552. doi:10.1136/bmj.37972.513819.EE
Pudas S, Rénnlund M, Gutchess A. School Performance and Educational Attainment as Early-
Life Predictors of Age-Related Memory Decline: Protective Influences in Later-Born Cohorts.
Journals Gerontol - Ser B Psychol Sci Soc Sci 2019;74:1356—65. doi:10.1093/geronb/gby137
Peters R, Peters J, Booth A, et al. Trajectory of blood pressure, body mass index, cholesterol and
incident dementia: Systematic review. Br J Psychiatry 2020;216:16-28. doi:10.1192/bjp.2019.156
Yaffe K, Vittinghoff E, Hoang T, ef al. Cardiovascular Risk Factors Across the Life Course and
Cognitive Decline: A Pooled Cohort Study. Neurology 2021;96:¢2212-9.
doi:10.1212/WNL.0000000000011747

Aparicio HJ, Benjamin EJ, Callaway CW, et al. Heart Disease and Stroke Statistics-2021 Update
A Report from the American Heart Association. 2021. doi:10.1161/CIR.0000000000000950

137



Juuso Hakala

55

56

57
58

59

60
61

62

63

64

65

66

67

68

69

70
71
72

73

138

Kivipelto M, Helkala E, Laakso MP, ef al. Midlife vascular risk factors and Alzheimer’s disease
in later life: longitudinal, population based study. Bmj 2001;322:1447-51.

Knopman DS, Gottesman RF, Sharrett AR, er al. Midlife vascular risk factors and midlife
cognitive status in relation to prevalence of mild cognitive impairment and dementia in later life:
The Atherosclerosis Risk in Communities Study. Alzheimer’s Dement 2018;14:1406—15.
doi:10.1016/j.jalz.2018.03.011

Whitmer RA, Sidney S, Selby J, et al. Midlife cardiovascular risk factors and risk of dementia in
late life. Neurology 2005;64:277-81. doi:10.1212/01.WNL.0000149519.47454 F2

Arntzen KA, Schirmer H, Wilsgaard T, ef al. Impact of cardiovascular risk factors on cognitive
function: The Tromse study. Eur J Neurol 2011;18:737-43. doi:10.1111/j.1468-1331.2010.03263.x
Gottesman RF, Schneider ALC, Albert M, et al. Midlife hypertension and 20-year cognitive
change: The atherosclerosis risk in communities neurocognitive study. JAMA Neurol
2014;71:1218-27. doi:10.1001/jamaneurol.2014.1646

Elias MF, Elias PK, Sullivan LM, ef al. Lower cognitive function in the presence of obesity and
hypertension: The Framingham heart study. /nt J Obes 2003;27:260-8. doi:10.1038/sj.1j0.802225
Yaffe K, Vittinghoff E, Pletcher MJ, et al. Early adult to midlife cardiovascular risk factors and
cognitive function. Circulation 2014;129:1560-7. doi:10.1161/CIRCULATIONAHA.113.004798
LR, P C,0H, et al. Blood pressure and cognitive performances in middle-aged adults: the Aging,
Health and Work longitudinal study. J Hypertens 2019;37:1244-53.
doi:10.1097/HJH.0000000000002013

van den Berg E, Kloppenborg RP, Kessels RPC, et al. Type 2 diabetes mellitus, hypertension,
dyslipidemia and obesity: A systematic comparison of their impact on cognition. Biochim
Biophys Acta - Mol Basis Dis 2009;1792:470-81. doi:10.1016/j.bbadis.2008.09.004

Rovio SP, Pahkala K, Nevalainen J, et al. Cardiovascular Risk Factors From Childhood and
Midlife Cognitive Performance: The Young Finns Study. J Am Coll Cardiol 2017;69:2279—89.
doi:10.1016/j.jace.2017.02.060

Lande MB, Kaczorowski JM, Auinger P, ef al. Elevated blood pressure and decreased cognitive
function among school-age children and adolescents in the United States. J Pediatr
2003;143:720-4. doi:10.1067/S0022-3476(03)00412-8

Lamballais S, Sajjad A, Leening MJG, et al. Association of blood pressure and arterial stiffness
with cognition in 2 population-based child and adult cohorts. J Am Heart Assoc 2018;7:9-12.
doi:10.1161/JAHA.118.009847

Lande MB, Kupferman JC. Blood pressure and cognitive function in children and adolescents.
Hypertension 2019;73:532—40. doi:10.1161/HYPERTENSIONAHA.118.11686

Grundy SM, Stone NJ, Bailey AL, et al. 2018
AHA/ACC/AACVPR/AAPA/ABC/ACPM/ADA/AGS/APhA/ASPC/NLA/PCNA Guideline on
the Management of Blood Cholesterol: A Report of the American College of
Cardiology/American Heart Association Task Force on Clinical Practice Guidelines. Circulation
2019;139:E1082-143. doi:10.1161/CIR.0000000000000625

Anstey KJ, Lipnicki DM, Low L-F. Cholesterol as a risk factor for dementia and cognitive
decline: a systematic review of prospective studies with meta-analysis. Am J Geriatr Psychiatry
Published Online First: 2008. doi:10.1097/JGP.0b013e31816b72d4

Elias PK, Elias MF, D’Agostino RB, et al. Serum cholesterol and cognitive performance in the
Framingham Heart Study. Psychosom Med 2005;67:24-30. doi:10.1097/01.psy.0000151745.67285.c2
Power MC, Rawlings A, Sharrett AR, et al. Association of midlife lipids with 20-year cognitive
change: A cohort study. Alzheimer’s Dement 2018;14:167-77. doi:10.1016/j.jalz.2017.07.757
Wendell CR, Waldstein SR, Zonderman AB. Nonlinear longitudinal trajectories of cholesterol
and neuropsychological function. Neuropsychology 2014;28:106—12. doi:10.1037/neu0000002
Perry LA, Stigger CB, Ainsworth BE, ef al. No association between cognitive achievements,
academic performance and serum cholesterol concentrations among school-aged children. Nutr
Neurosci 2009;12:160-6. doi:10.1179/147683009X423328



74

75

76

77

78

79

80

81

82

83

84

85

86

87

88

89

90

91

References

Singh-Manoux A, Dugravot A, Shipley M, et al. Obesity trajectories and risk of dementia: 28
years of follow-up in the Whitehall II Study. Alzheimer’s Dement 2018;14:178-86.
doi:10.1016/j.jalz.2017.06.2637

Anstey KJ, Cherbuin N, Budge M, et al. Body mass index in midlife and late-life as a risk factor
for dementia: A meta-analysis of prospective studies. Obes Rev 2011;12:426-37.
doi:10.1111/5.1467-789X.2010.00825.x

Qizilbash N, Gregson J, Johnson ME, e al. BMI and risk of dementia in two million people over
two decades: A retrospective cohort study. Lancet Diabetes Endocrinol 2015;3:431-6.
doi:10.1016/S2213-8587(15)00033-9

Dahl AK, Hassing LB, Fransson El, ef al. Body mass index across midlife and cognitive change
in late life. Int J Obes 2013;37:296-302. doi:10.1038/ij0.2012.37

Gunstad J, Lhotsky A, Wendell CR, et al. Longitudinal examination of obesity and cognitive
function: Results from the baltimore longitudinal study of aging. Neuroepidemiology
2010;34:222-9. doi:10.1159/000297742

Derby CA, Hutchins F, Greendale GA, et al. Cardiovascular risk and midlife cognitive decline in
the Study of Women’s Health Across the Nation. Alzheimer’s Dement 2021;17:1342-52.
doi:10.1002/alz.12300

Cohen-Manheim I, Doniger GM, Sinnreich R, ef al. Body mass index, height and socioeconomic
position in adolescence, their trajectories into adulthood, and cognitive function in midlife. J
Alzheimer’s Dis 2017;55:1207-21. doi:10.3233/JAD-160843

Masi S, Georgiopoulos G, Khan T, ef al. Patterns of adiposity, vascular phenotypes and cognitive
function in the 1946 British Birth Cohort. BMC Med 2018;16:1-12. doi:10.1186/s12916-018-
1059-x

Li Y, Dai Q, Jackson JC, ef al. Overweight is associated with decreased cognitive functioning
among school-age children and adolescents. Obesity (Silver Spring) 2008;16:1809—15.
doi:10.1038/0by.2008.296

Hjorth MF, Serensen LB, Andersen R, et al. Normal weight children have higher cognitive
performance — Independent of physical activity, sleep, and diet. Physiol Behav 2016;165:398—
404. doi:10.1016/j.physbeh.2016.08.021

Bisset S, Fournier M, Pagani L, et al. Predicting academic and cognitive outcomes from weight
status trajectories during childhood. Int J Obes 2013;37:154-9. doi:10.1038/ij0.2012.106
Global Report on Diabetes. Geneva: World Health Organization; 2016;978:6-86;
https://apps.who.int/iris/rest/bitstreams/909883/retrieve

Weinstein G, Maillard P, Himali JJ, et al. Glucose indices are associated with cognitive and
structural brain measures in young adults. Neurology 2015;84:2329-37.
doi:10.1212/WNL.0000000000001655

Anstey KJ, Sargent-Cox K, Eramudugolla R, et al. Association of cognitive function with glucose
tolerance and trajectories of glucose tolerance over 12 years in the AusDiab study. Alzheimer’s
Res Ther 2015;7:1-11. doi:10.1186/s13195-015-0131-4

Cohen-Manheim I, Sinnreich R, Doniger G, et al. Fasting plasma glucose in young adults free of
diabetes is associated with cognitive function in midlife. Eur J Public Heal 2018;28:496-503.
doi:10.1093/eurpub/ckx194

Liao YJ, Ueno M, Nakagawa T, et al. Oxidative damage in cerebral vessels of diabetic db/db
mice. Diabetes Metab Res Rev 2005;21:554-9. doi:10.1002/dmrr.579

Kivipelto M, Ngandu T, Laatikainen T, et al. Risk score for the prediction of dementia risk in 20
years among middle aged people: a longitudinal, population-based study. Lancet Neurol
2006;5:735—-41. doi:10.1016/S1474-4422(06)70537-3

D’Agostino, RB; Grundy, S; Sullivan LM, Wilson P. Validation of the Framingham Coronary.
Jama 2001;286:180-7.

139



Juuso Hakala

92

93

94

95
96
97

98

99

100

101

102

103

104

105

106

107
108

109

140

D’Agostino RB, Vasan RS, Pencina MJ, et al. General cardiovascular risk profile for use in
primary care: The Framingham heart study. Circulation 2008;117:743-53.
doi:10.1161/CIRCULATIONAHA.107.699579

D’Agostino RB, Wolf PA, Belanger AJ, et al. Stroke risk profile: Adjustment for antihypertensive
medication the framingham study. Stroke 1994;25:40-3. doi:10.1161/01.STR.25.1.40
Lloyd-Jones DM, Hong Y, Labarthe D, et al. Defining and setting national goals for
cardiovascular health promotion and disease reduction: The american heart association’s strategic
impact goal through 2020 and beyond. Circulation 2010;121:586—613.
doi:10.1161/CIRCULATIONAHA.109.192703

Sabia S, Nabi H, Kivimaki M, ef al. Health behaviors from early to late midlife as predictors of
cognitive function. Am J Epidemiol 2009;170:428-37. doi:10.1093/aje/kwp161

Vu THT, Zhao L, Liu L, et al. Favorable cardiovascular health at young and middle ages and
dementia in older age—The CHA study. J Am Heart Assoc 2019;8. doi:10.1161/JAHA.118.009730
Crichton GE, Elias MF, Davey A, et al. Cardiovascular health and cognitive function: The Maine-
Syracuse Longitudinal Study. PLoS One 2014;9. doi:10.1371/journal.pone.0089317

Samieri C, Perier MC, Gaye B, et al. Association of cardiovascular health level in older age with
cognitive decline and incident dementia. JAMA - J Am Med Assoc 2018;320:657-64.
doi:10.1001/jama.2018.11499

Yaffe K, Bahorik AL, Hoang TD, et al. Cardiovascular risk factors and accelerated cognitive
decline in midlife: The CARDIA Study. Neurology 2020;95:¢839-46.
doi:10.1212/WNL.0000000000010078

Anstey KJ, Sargent-Cox K, Garde E, et al. Cognitive development over § years in midlife and its
association  with  cardiovascular risk  factors.  Neuropsychology  2014;28:653—65.
doi:10.1037/neu0000044

Kaffashian S, Dugravot A, Brunner EJ, et al. Midlife stroke risk and cognitive decline: A 10-year
follow-up of the Whitehall 11 cohort study. Alzheimer’s Dement 2013;9:572-9.
doi:10.1016/j.jalz.2012.07.001

Olaya B, Moneta MV, Bobak M, et al. Cardiovascular risk factors and memory decline in middle-
aged and older adults: The English Longitudinal Study of Ageing. BMC Geriatr 2019;19:1-10.
doi:10.1186/s12877-019-1350-5

van Eersel MEA, Joosten H, Gansevoort RT, et al. Treatable Vascular Risk and Cognitive
Performance in Persons Aged 35 Years or Older: Longitudinal Study of Six Years. J Prev
Alzheimer’s Dis 2019;6:42-9. do0i:10.14283/jpad.2018.47

Gonzélez HM, Tarraf W, Harrison K, et al. Midlife cardiovascular health and 20-year cognitive
decline: Atherosclerosis Risk in Communities Study results. Alzheimer’s Dement 2018;14:579—
89. d0i:10.1016/j.jalz.2017.11.002

Nishtala A, Preis SR, Beiser A, et al. Midlife cardiovascular risk impacts executive function:
Framingham offspring study. Alzheimer Dis Assoc Disord 2014;28:16-22.
doi:10.1097/WAD.0b013e3182a715bc

Kesse-Guyot E, Lassale C, Assmann KE, et al. Are different vascular risk scores calculated at
midlife uniformly associated with subsequent poor cognitive performance? Atherosclerosis
2015;243:286-92. doi:10.1016/j.atherosclerosis.2015.09.023

Stephen R, Liu Y, Ngandu T, ef al. Associations of CAIDE Dementia Risk Score with MRI, PIB-
PET measures, and cognition. J Alzheimer’s Dis 2017;59:695-705. doi:10.3233/JAD-170092
Virta JJ, Heikkild K, Perola M, et al. Midlife cardiovascular risk factors and late cognitive
impairment. Eur J Epidemiol 2013;28:405-16. do0i:10.1007/s10654-013-9794-y

Reijmer YD, Van Den Berg E, Van Sonsbeek S, er al. Dementia risk score predicts cognitive
impairment after a period of 15 years in a nondemented population. Dement Geriatr Cogn Disord
2011;31:152-7. doi:10.1159/000324437



110

111

112

113

114

115

116

117

118

119

120

121

122

123

124

125

126

127

References

Gonzélez HM, Tarraf W, Gouskova N, ez al. Life’s Simple 7°s Cardiovascular Health Metrics are
Associated with Hispanic/Latino Neurocognitive Function: HCHS/SOL Results. J Alzheimer’s
Dis 2016;53:955-65. doi:10.3233/JAD-151125

Kulshreshtha A, Goetz M, Alonso A, et al. Association between Cardiovascular Health and
Cognitive Performance: A Twins Study. J Alzheimer’s Dis 2019;71:957-68. doi:10.3233/JAD-
190217

Ecay-Torres M, Estanga A, Tainta M, et al. Increased CAIDE dementia risk, cognition, CSF
biomarkers, and vascular burden in healthy adults. Neurology 2018;91:¢217-26.
doi:10.1212/WNL.0000000000005824

Reis JP, Loria CM, Launer LJ, et al. Cardiovascular health through young adulthood and
cognitive functioning in midlife. Ann Neurol 2013;73:170-9. doi:10.1002/ana.23836

George KM, Gilsanz P, Peterson RL, et al. Impact of Cardiovascular Risk Factors in
Adolescence, Young Adulthood, and Midlife on Late-Life Cognition: Study of Healthy Aging in
African Americans. J Gerontol A Biol Sci Med Sci 2021;76:1692-8. doi:10.1093/gerona/glab143
Gui Z, Cai L, Lv Y, et al. Association Between Ideal Cardiovascular Health and Executive
Function in Chinese Primary School Children. Front Public Heal 2022;9:1-8.
doi:10.3389/fpubh.2021.736424

Lobelo F, Rohm Young D, Sallis R, et al. Routine Assessment and Promotion of Physical Activity
in Healthcare Settings: A Scientific Statement From the American Heart Association. Circulation
2018;137:e495-522. doi:10.1161/CIR.0000000000000559

Bull FC, Al-Ansari SS, Biddle S, ef al. World Health Organization 2020 guidelines on physical
activity and sedentary behaviour. BrJ Sports Med 2020;54:1451-62. doi:10.1136/bjsports-2020-
102955

UKK Institute. Liikkumalla terveyttd — askel kerrallaan. Viikoittainen litkkumisen suositus 18—
64-vuotiaille.  2019.  https://ukkinstituutti.fi/litkkkuminen/liikkumisen-suositukset/aikuisten-
litkkkumisen-suositus/

Kraus WE, Powell KE, Haskell WL, et al. Physical Activity, All-Cause and Cardiovascular
Mortality, and Cardiovascular Disease. Med Sci Sports Exerc 2019;51:1270-81.
doi:10.1249/MSS.0000000000001939

Donnelly JE, Hillman CH, Castelli D, et al. Physical activity, fitness, cognitive function, and
academic achievement in children: A systematic review. Med Sci Sports Exerc 2016;48:1197—
222. doi:10.1249/MSS.0000000000000901

Kari JT, Pehkonen J, Hutri-K&honen N, et al. Longitudinal Associations between Physical
Activity and Educational Outcomes. Med Sci Sports Exerc 2017;49:2158-66.
doi:10.1249/MSS.0000000000001351

Kari JT, Tammelin TH, Viinikainen J, et al. Childhood Physical Activity and Adulthood
Earnings. Med Sci Sports Exerc 2016;48:1340—6. doi:10.1249/MSS.0000000000000895

Kari JT, Viinikainen J, Bockerman P, ef al. Education leads to a more physically active lifestyle:
Evidence based on Mendelian randomization. Scand J Med Sci Sports 2020;30:1194-204.
doi:10.1111/SMS.13653

Erickson KI, Hillman C, Stillman CM, et al. Physical Activity, Cognition, and Brain Outcomes:
A Review of the 2018 Physical Activity Guidelines. Med Sci Sports Exerc 2019;51:1242-51.
doi:10.1249/MSS.0000000000001936

Iso-Markku P, Waller K, Kujala UM, et al. Physical activity and dementia: long-term follow-up
study of adult twins. Ann Med 2015;47:81-7. doi:10.3109/07853890.2014.994675

Rovio S, Kareholt I, Viitanen M, et al. Leisure-time physical activity at midlife and the risk of
dementia and Alzheimer’s disease. 2005;4. doi:10.1016/S1474-4422(05)

Podewils LJ, Guallar E, Kuller LH, et al. Physical activity, APOE genotype, and dementia risk:
Findings from the Cardiovascular Health Cognition Study. Am J Epidemiol 2005;161:639-51.
doi:10.1093/aje/kwi092

141



Juuso Hakala

128 Nyberg J, Aberg MAI, Schibler L, et al. Cardiovascular and cognitive fitness at age 18 and risk
of early-onset dementia. Brain 2014;137:1514-23. doi:10.1093/brain/awu041

129 Sabia S, Dugravot A, Dartigues J-F, et al. Physical activity, cognitive decline, and risk of
dementia: 28 year follow-up of Whitehall II cohort study. Bmj 2017;:j2709.
doi:10.1136/bmj.j2709

130 Singh-Manoux A, Hillsdon M, Brunner E, et al. Effects of physical activity on cognitive
functioning in middle age: Evidence from the whitehall II prospective cohort study. 4m J Public
Health 2005;95:2252—-8. doi:10.2105/AJPH.2004.055574

131 Chang M, Jonsson P V., Snaedal J, et al. The effect of midlife physical activity on cognitive
function among older adults: AGES - Reykjavik study. Journals Gerontol - Ser A Biol Sci Med
Sci 2010;65 A:1369-74. doi:10.1093/gerona/glq152

132 Hamer M, Terrera GM, Demakakos P. Physical activity and trajectories in cognitive function:
English longitudinal study of ageing. J Epidemiol Community Health 2018;72:477-83.
doi:10.1136/jech-2017-210228

133 Richards M, Hardy R, Wadsworth MEJ. Does active leisure protect cognition? Evidence from a
national birth cohort. Soc Sci Med 2003;56:785-92. doi:10.1016/S0277-9536(02)00075-8

134 Greendale GA, Han W, Huang MH, et al. Longitudinal Assessment of Physical Activity and
Cognitive Outcomes among Women at Midlife. JAMA Netw Open 2021;4:1-18.
doi:10.1001/jamanetworkopen.2021.3227

135 Blondell SJ, Hammersley-Mather R, Veerman JL. Does physical activity prevent cognitive
decline and dementia? A systematic review and meta-analysis of longitudinal studies. BMC
Public Health 2014;14:510. doi:10.1186/1471-2458-14-510

136 Esteban-Cornejo I, Hallal PC, Mielke GI, et al. Physical Activity throughout Adolescence and
Cognitive Performance at 18 Years of Age. Med Sci Sports Exerc 2015;47:2552-7.
doi:10.1249/MSS.0000000000000706

137 Ruiz JR, Ortega FB, Castillo R, et al. Physical activity, fitness, weight status, and cognitive
performance in adolescents. J Pediatr 2010;157:915-7. doi:10.1016/].jpeds.2010.06.026

138 Middleton LE, Barnes DE, Lui LY, e al. Physical activity over the life course and its association
with cognitive performance and impairment in old age. J Am Geriatr Soc 2010;58:1322-6.
doi:10.1111/5.1532-5415.2010.02903.x

139 Dik M, Deeg DJH, Visser M, et al. Early life physical activity and cognition at old age. J Clin
Exp Neuropsychol 2003;25:643-53. doi:10.1076/jcen.25.5.643.14583

140 Gill SJ, Friedenreich CM, Sajobi TT, et al. Association between Lifetime Physical Activity and
Cognitive Functioning in Middle-Aged and Older Community Dwelling Adults: Results from the
Brain in Motion Study. J Int Neuropsychol Soc 2015;21:816-30. doi:10.1017/S1355617715000880

141 Gow AJ, Pattie A, Deary 1J. Lifecourse Activity Participation From Early, Mid, and Later
Adulthood as Determinants of Cognitive Aging: The Lothian Birth Cohort 1921. Journals
Gerontol Ser B Psychol Sci Soc Sci 2016;72:gbw124. doi:10.1093/geronb/gbw124

142 Dregan A, Gulliford MC. Leisure-time physical activity over the life course and cognitive
functioning in late mid-adult years: a cohort-based investigation. Psychol Med 2013;43:2447-58.
doi:10.1017/S0033291713000305

143 Bielak AAM, Cherbuin N, Bunce D, et al. Preserved differentiation between physical activity
and cognitive performance across young, middle, and older adulthood over 8 years. Journals
Gerontol - Ser B Psychol Sci Soc Sci 2014;69:523-32. do0i:10.1093/geronb/gbu016

144 Sabia S, Marmot M, Dufouil C, et al. Smoking history and cognitive function in middle age from
the Whitehall 11 study. Arch Intern Med 2008;168:1165—73. doi:10.1001/archinte.168.11.1165

145 Swan GE, Lessov-Schlaggar CN. The effects of tobacco smoke and nicotine on cognition and the
brain. Neuropsychol Rev 2007;17:259-73. doi:10.1007/s11065-007-9035-9

146 Kalmijn S, Van Boxtel MPJ, Verschuren MWM, et al. Cigarette smoking and alcohol
consumption in relation to cognitive performance in middle age. Am J Epidemiol 2002;156:936—
44. doi:10.1093/aje/kwf135

142



147

148

149

150

151

152

153

154

155

156

157

158

159

160

161

162

163

164

165

References

Rovio SP, Pihlman J, Pahkala K, et al. Childhood exposure to parental smoking and midlife
cognitive function the young finns study. Am J Epidemiol 2020;189:1280-91.
doi:10.1093/aje/kwaa052

Scarmeas N, Anastasiou CA, Yannakoulia M. Nutrition and prevention of cognitive impairment.
Lancet Neurol 2018;17:1006-15. doi:10.1016/S1474-4422(18)30338-7

Dinu M, Pagliai G, Casini A, et al. Mediterranean diet and multiple health outcomes: An umbrella
review of meta-analyses of observational studies and randomised trials. Eur J Clin Nutr
2018;72:30-43. doi:10.1038/ejcn.2017.58

Valls-Pedret C, Sala-Vila A, Serra-Mir M, et al. Mediterranean diet and age-related cognitive
decline: A randomized clinical trial. JAMA Intern Med 2015;175:1094—103.
doi:10.1001/jamainternmed.2015.1668

Akbaraly TN, Singh-Manoux A, Dugravot A, et al. Association of Midlife Diet with Subsequent
Risk for Dementia. JAMA - J Am Med Assoc 2019;321:957-68. doi:10.1001/jama.2019.1432
Dearborn-Tomazos JL, Wu A, Steffen LM, et al. Association of Dietary Patterns in Midlife and
Cognitive Function in Later Life in US Adults without Dementia. JAMA Netw Open 2019;2:1—
11. doi:10.1001/jamanetworkopen.2019.16641

Emmanuelle KG, Andreeva VA, Jeandel C, et al. A healthy dietary pattern at midlife is associated
with subsequent cognitive performance. J Nutr 2012;142:909-15. doi:10.3945/jn.111.156257
Nooyens ACJ, Bueno-De-Mesquita HB, Van Boxtel MPJ, ef al. Fruit and vegetable intake and
cognitive decline in middle-aged men and women: The Doetinchem Cohort Study. Br J Nutr
2011;106:752-61. doi:10.1017/S0007114511001024

Leventakou V, Roumeliotaki T, Sarri K, et al. Dietary patterns in early childhood and child
cognitive and psychomotor development: The Rhea mother-child cohort study in Crete. Br J Nutr
2016;115:1431-7. doi:10.1017/S0007114516000246

Wang T, Cao S, Li D, et al. Association between dietary patterns and cognitive ability in Chinese
children aged 10-15 years: evidence from the 2010 China Family Panel Studies. BMC Public
Health 2021;21:1-13. doi:10.1186/s12889-021-12209-2

Haapala EA, Eloranta AM, Venéldinen T, et al. Associations of diet quality with cognition in
children-the Physical Activity and Nutrition in Children Study. Br J Nutr 2015;114:1080-7.
doi:10.1017/S0007114515001634

Schwarzinger M, Pollock BG, Hasan OSM, et al. Contribution of alcohol use disorders to the
burden of dementia in France 2008—13: a nationwide retrospective cohort study. Lancet Public
Heal 2018;3:¢124-32. doi:10.1016/S2468-2667(18)30022-7

Neafsey EJ, Collins MA. Moderate alcohol consumption and cognitive risk. Neuropsychiatr Dis
Treat 2011;7:465-84. doi:10.2147/ndt.s23159

Anstey KJ, Mack HA, Cherbuin N. Alcohol Consumption as a Risk Factor for Dementia and
Cognitive Decline: Meta-Analysis of Prospective Studies. Am J Geriatr Psychiatry 2009;17:542—
55. doi:10.1097/JGP.0BO13E3181A2FD07

Topiwala A, Allan CL, Valkanova V, ef al. Moderate alcohol consumption as risk factor for
adverse brain outcomes and cognitive decline: longitudinal cohort study. BMJ 2017;357:1190-2.
doi:10.1136/BMJ.J2353

Levey AS, Perrone RD, Madias NE. Serum creatinine and renal function. Annu Rev Med
1988;39:465-90. doi:10.1146/annurev.me.39.020188.002341

Levey AS, Stevens LA, Schmid CH, et al. A new equation to estimate glomerular filtration rate.
Ann Intern Med 2009;150:604—12. doi:10.7326/0003-4819-150-9-200905050-00006

Grubb A, Nyman U, Bjork J, et al. Simple Cystatin C—Based Prediction Equations for Glomerular
Filtration Rate Compared with the Modification of Diet in Renal Disease Prediction Equation for
Adults and the Schwartz and the Counahan—Barratt Prediction Equations for Children. Clin Chem
2005;51:1420-31. doi:10.1373/CLINCHEM.2005.051557

Shlipak MG, Matsushita K, Arnldv J, et al. Cystatin C versus Creatinine in Determining Risk
Based on Kidney Function. N Engl J Med 2013;369:932—43. doi:10.1056/nejmoal214234

143



Juuso Hakala

166 Eriksen BO, Mathisen UD, Melsom T, ef al. Cystatin C is not a better estimator of GFR than
plasma creatinine in the general population. Kidney Int 2010;78:1305—-11.
doi:10.1038/ki.2010.321

167 Chakkera HA, Denic A, Kremers WK, et al. Comparison of high glomerular filtration rate
thresholds for identifying hyperfiltration. Nephrol Dial Transplant 2020;35:1017-26.
doi:10.1093/ndt/gfy332

168 Soveri I, Berg UB, Bjork J, et al. Measuring GFR: A systematic review. Am J Kidney Dis
2014;64:411-24. doi:10.1053/j.ajkd.2014.04.010

169 Georgakis MK, Dimitriou NG, Karalexi MA, ef al. Albuminuria in Association with Cognitive
Function and Dementia: A Systematic Review and Meta-Analysis. J Am Geriatr Soc
2017;65:1190-8. doi:10.1111/jgs.14750

170 Stehouwer CDA, Smulders YM. Microalbuminuria and risk for cardiovascular disease: Analysis
of potential mechanisms. J Am Soc Nephrol 2006;17:2106—11. doi:10.1681/ASN.2005121288

171 Webster AC, Nagler E V., Morton RL, ef al. Chronic Kidney Disease. Lancet 2017;389:1238—
52.doi:10.1016/S0140-6736(16)32064-5

172 Mathisen UD, Melsom T, Ingebretsen OC, et al. Estimated GFR associates with cardiovascular
risk factors independently of measured GFR. J Am Soc Nephrol 2011;22:927-37.
doi:10.1681/ASN.2010050479

173 Matsushita K, van der Velde M, Astor BC, ef al. Association of estimated glomerular filtration
rate and albuminuria with all-cause and cardiovascular mortality in general population cohorts: a
collaborative meta-analysis. Lancet 2010;375:2073-81. doi:10.1016/S0140-6736(10)60674-5

174 Brodski J, Rossell SL, Castle DJ, et al. A systematic review of cognitive impairments associated
with kidney failure in adults before natural age-related changes. J Int Neuropsychol Soc
2019;25:101-14. doi:10.1017/S1355617718000917

175 Deckers K, Camerino I, Boxtel MPJ Van, et al. Dementia risk in renal dysfunction A systematic
review and meta-analysis of prospective studies. Neurology 2016;88:198-208.
doi:10.1212/WNL.0000000000003482

176 Helal I, Fick-Brosnahan GM, Reed-Gitomer B, ef al. Glomerular hyperfiltration: Definitions,
mechanisms and clinical implications. Nat Rev Nephrol 2012;8:293-300.
doi:10.1038/nrneph.2012.19

177 Cachat F, Combescure C, Cauderay M, ef al. A systematic review of glomerular hyperfiltration
assessment and definition in the medical literature. Clin J Am Soc Nephrol 2015;10:382-9.
doi:10.2215/CIN.030803 14

178 Baxmann AC, Ahmed MS, Marques NC, ef a/. Influence of muscle mass and physical activity on
serum and urinary creatinine and serum cystatin C. Clin J Am Soc Nephrol 2008;3:348—54.
doi:10.2215/CIN.02870707

179 Kang MW, Park S, Lee S, ef al. Glomerular hyperfiltration is associated with dementia: A
nationwide population-based study. PLoS One 2020;15:1-12. doi:10.1371/journal.pone.0228361

180 Rogne SO, Solbu MD, Arntzen KA, et al. Albuminuria and carotid atherosclerosis as predictors
of cognitive function in a general population. Eur Neurol 2013;70:340-8.
doi:10.1159/000353701

181 Smabrekke S, Schirmer H, Melsom T, et al. Low-grade impairments in cognitive and kidney
function in a healthy middle-aged general population: A cross-sectional study. BMC Nephrol
2019;20:1-9. doi:10.1186/s12882-019-1356-4

182 Kurella Tamura M, Wadley V, Yaffe K, et al. Kidney Function and Cognitive Impairment in US
Adults: The Reasons for Geographic and Racial Differences in Stroke (REGARDS) Study. Am J
Kidney Dis Published Online First: 2008. doi:10.1053/j.ajkd.2008.05.004

183 Antunes JPV, Bulhdes C, Fonte P, ef al. Renal function and cognitive dysfunction: cross-sectional
study of users enrolled at Ponte Family Health Unit. J Bras Nefrol 2015;37:79-90.
doi:10.5935/0101-2800.20150012

144



184

185

186

187

188

189

190

191

192

193

194

195

196

197

198

199

200

201

References

Van Der Velpen V, Teav T, Gallart-Ayala H, et al. Systemic and central nervous system
metabolic alterations in Alzheimer’s disease. Alzheimer’s Res Ther 2019;11:1-12.
doi:10.1186/s13195-019-0551-7

Béard E, Braissant O. Synthesis and transport of creatine in the CNS: Importance for cerebral
functions. J Neurochem 2010;115:297-313. doi:10.1111/j.1471-4159.2010.06935.x

Cherney DZI, Reich HN, Jiang S, e al. Hyperfiltration and effect of nitric oxide inhibition on
renal and endothelial function in humans with uncomplicated type 1 diabetes mellitus. Am J
Physiol - Regul Integr Comp Physiol 2012;303:710-8. doi:10.1152/ajpregu.00286.2012

Reboldi G, Verdecchia P, Fiorucci G, et al. Glomerular hyperfiltration is a predictor of adverse
cardiovascular outcomes. Kidney Int 2018;93:195-203. doi:10.1016/j.kint.2017.07.013

Choi HM, Hyun YY, Lee KB, et al. High estimated glomerular filtration rate is associated with
coronary artery calcification in middle-aged Korean men without chronic kidney disease. Nephrol
Dial Transplant 2015;30:996-1001. doi:10.1093/ndt/gfv109

Eriksen BO, Lachen ML, Arntzen KA, et al. Subclinical cardiovascular disease is associated with
a high glomerular filtration rate in the nondiabetic general population. Kidney Int 2014;86:146—
53.doi:10.1038/ki.2013.470

Maeda I, Hayashi T, Sato KK, er al. Cigarette smoking and the association with glomerular
hyperfiltration and proteinuria in healthy middle-aged men. Clin J Am Soc Nephrol 2011;6:2462—
9. doi:10.2215/CJN.00700111

Tomaszewski M, Charchar FJ, Maric C, et al. Glomerular hyperfiltration: A new marker of
metabolic risk. Kidney Int 2007;71:816-21. doi:10.1038/sj.ki.5002160

Lee AM, Charlton JR, Carmody JB, et al. Metabolic risk factors in nondiabetic adolescents with
glomerular hyperfiltration. Nephrol Dial Transplant 2017;32:1517-24. doi:10.1093/ndt/gfw231
Melsom T, Mathisen UD, Ingebretsen OC, et al. Impaired fasting glucose is associated with renal
hyperfiltration in the general population. Diabetes Care 2011;34:1546-51. do0i:10.2337/dc11-
0235

Okada R, Yasuda Y, Tsushita K, e al. Glomerular hyperfiltration in prediabetes and
prehypertension. Nephrol Dial Transplant 2012;27:1821-5. doi:10.1093/ndt/gfr651

Turer CB, Baum M, Dubourg L, et al. Prevalence of hyperfiltration among US youth/young adults
with overweight and obesity: A population-based association study. Obes Sci Pract 2019;5:570—
80. doi:10.1002/0sp4.365

Wuerzner G, Pruijm M, Maillard M, et al. Marked association between obesity and glomerular
hyperfiltration: A cross-sectional study in an African population. Am J Kidney Dis 2010;56:303—
12. doi:10.1053/j.ajkd.2010.03.017

Gong X, Liang L, Chen Q, et al. Association Between Body Composition and Glomerular
Hyperfiltration Among Chinese Adults. Ther Apher Dial 2020;24:439—44. doi:10.1111/1744-
9987.13436

Dupuis ME, Nadeau-Fredette AC, Madore F, et al. Association of Glomerular Hyperfiltration
and Cardiovascular Risk in Middle-Aged Healthy Individuals. JAMA Netw open 2020;3:¢202377.
doi:10.1001/jamanetworkopen.2020.2377

Inrig JK, Gillespie BS, Patel UD, et al. Risk for cardiovascular outcomes among subjects with
atherosclerotic cardiovascular disease and greater-than-normal estimated glomerular filtration
rate. Clin J Am Soc Nephrol 2007;2:1215-22. doi:10.2215/CIN.00930207

Kivipelto M, Mangialasche F, Ngandu T. Lifestyle interventions to prevent cognitive impairment,
dementia and Alzheimer disease. Nat Rev Neurol 2018;14:653—-66. do0i:10.1038/s41582-018-
0070-3

Ngandu T, Lehtisalo J, Solomon A, et al. A 2 year multidomain intervention of diet, exercise,
cognitive training, and vascular risk monitoring versus control to prevent cognitive decline in at-
risk elderly people (FINGER): A randomised controlled trial. Lancet 2015;385:2255-63.
doi:10.1016/S0140-6736(15)60461-5

145



Juuso Hakala

202 Kivipelto M, Mangialasche F, Snyder HM, et al. World-Wide FINGERS Network: A global
approach to risk reduction and prevention of dementia. Alzheimer’s Dement 2020;16:1078-94.
doi:10.1002/alz.12123

203 Raitakari OT, Juonala M, Ronnemaa T, et al. Cohort profile: The cardiovascular risk in young
Finns study. Int J Epidemiol 2008;37:1220—6. doi:10.1093/ije/dym225

204 De Luca CR, Wood SJ, Anderson V, et al. Normative data from the CANTAB. I: development
of executive function over the lifespan. J Clin Exp Neuropsychol 2003;25:242-54.
doi:10.1076/jcen.25.2.242.13639

205 Robbins TW, James M, Owen AM, et al. Cambridge Neuropsychological Test Automated Battery
(CANTAB): a factor analytic study of a large sample of normal elderly volunteers. Dementia
1994;5:266—81.http://www.ncbi.nlm.nih.gov/pubmed/7951684

206 Liu RS, Burgner DP, Sabin MA, et al. Childhood Infections, Socioeconomic Status, and Adult
Cardiometabolic Risk. Pediatrics 2016;137:934-42. doi:10.1542/peds.2016-0236

207 Laitinen TT, Pahkala K, Magnussen CG, et al. Lifetime measures of ideal cardiovascular health
and their association with subclinical atherosclerosis: The Cardiovascular Risk in Young Finns
Study. Int J Cardiol 2015;185:186-91. doi:10.1016/j.ijcard.2015.03.051

208 Telama R, Yang X, Viikari J, et al. Physical Activity from Childhood to Adulthood A 21-Year
Tracking Study. Am J Prev Med 2005;28:267-73. doi:10.1016/j.amepre.2004.12.003

209 Hirvensalo M, Magnussen CG, Yang X, et al. Convergent Validity of a Physical Activity
Questionnaire against Objectively Measured Physical Activity in Adults: The Cardiovascular
Risk in Young Finns Study. Adv Phys Educ 2017;07:457-72. doi:10.4236/ape.2017.74038

210 Mansikkaniemi K, Juonala M, Taimela S, ef al. Cross-sectional associations between physical
activity and selected coronary heart disease risk factors in young adults. The Cardiovascular Risk
in Young Finns Study. Ann Med 2012;44:733-44. doi:10.3109/07853890.2011.590146

211 Teo YY, Inouye M, Small KS, et al. A genotype calling algorithm for the Illumina BeadArray
platform. Bioinformatics 2007;23:2741-6. doi:10.1093/bioinformatics/btm443

212 Browning BL, Browning SR. A unified approach to genotype imputation and haplotype-phase
inference for large data sets of trios and unrelated individuals. Am J Hum Genet 2008;84:210-23.
doi:10.1016/j.ajhg.2009.01.005

213 Vilhjalmsson BJ, Yang J, Finucane HK, et al. Modeling Linkage Disequilibrium Increases
Accuracy of Polygenic Risk Scores. Am J Hum Genet 2015;97:576-92.
doi:10.1016/j.ajhg.2015.09.001

214 Savage JE, Jansen PR, Stringer S, et al. Genome-wide association meta-analysis in 269,867
individuals identifies new genetic and functional links to intelligence. Nat Genet 2018;50:912-9.
doi:10.1038/s41588-018-0152-6

215 Karjalainen JP, Mononen N, Hutri-Kdhénen N, et al. The effect of apolipoprotein E
polymorphism on serum metabolome — a population-based 10-year follow-up study. Sci Rep
2019;9:1-14. doi:10.1038/s41598-018-36450-9

216 Friedewald WT, Levy RI, Fredrickson DS. Estimation of the Concentration of Low-Density
Lipoprotein Cholesterol in Plasma, Without Use of the Preparative Ultracentrifuge. Clin Chem
1972;18:499-502.

217 Juonala M, Viikari JSA, Hutri-K&honen N, et al. The 21-year follow-up of the Cardiovascular
Risk in Young Finns Study: Risk factor levels, secular trends and east-west difference. J Intern
Med 2004;255:457-68. doi:10.1111/j.1365-2796.2004.01308.x

218 Herbert V, Lau KS, Gottlieb CW, et al. Coated charcoal immunoassay of insulin. J Clin
Endocrinol Metab 1965;25:1375-84. do0i:10.1210/jcem-25-10-1375

219 Mononen N, Lyytikdinen LP, Seppild I, et al. Whole blood microRNA levels associate with
glycemic status and correlate with target mRNAs in pathways important to type 2 diabetes. Sci
Rep 2019;9:1-14. doi:10.1038/s41598-019-43793-4

220 Jones BL, Nagin DS. Advances in group-based trajectory modeling and an SAS procedure for
estimating them. Sociol Methods Res 2007;35:542—71. doi:10.1177/0049124106292364

146



221

222

223

224

225

226

227

228

229

230

231

232

233

234

235

236

237

238

239

References

Nagin DS, Odgers CL. Group-based trajectory modeling in clinical research. Annu Rev Clin
Psychol 2010;6:109-38. doi:10.1146/annurev.clinpsy.121208.131413

Lai CC, Sun D, Cen R, et al. Impact of long-term burden of excessive adiposity and elevated
blood pressure from childhood on adulthood left ventricular remodeling patterns: The bogalusa
heart study. J Am Coll Cardiol 2014;64:1580-7. doi:10.1016/j.jacc.2014.05.072

Welham SJ. Smoothing spline models for longitudinal data. In: Longitudinal Data Analysis.
Chapman and Hall/CRC 2008. 253-89. do0i:10.1201/9781420011579.ch11

Telama R. Tracking of physical activity from childhood to adulthood: A review. Obes. Facts.
2009;2:187-95. doi:10.1159/000222244

Hillman CH, Motl RW, Pontifex MB, et al. Physical activity and cognitive function in a cross-
section of younger and older community-dwelling individuals. Heal Psychol 2006;25:678-87.
doi:10.1037/0278-6133.25.6.678

Nokia MS, Lensu S, Ahtiainen JP, et al. Physical exercise increases adult hippocampal
neurogenesis in male rats provided it is aerobic and sustained. J Physiol 2016;00:1-19.
doi:10.1113/JP271552

Farmer J, Zhao X, Van Praag H, et al. Effects of voluntary exercise on synaptic plasticity and
gene expression in the dentate gyrus of adult male sprague-dawley rats in vivo. Neuroscience
2004;124:71-9. doi:10.1016/j.neuroscience.2003.09.029

Huang T, Larsen KT, Ried-Larsen M, et al. The effects of physical activity and exercise on brain-
derived neurotrophic factor in healthy humans: A review. Scand J Med Sci Sport 2014;24:1-10.
doi:10.1111/sms.12069

Liegro CM Di, Schiera G, Proia P, et al. Physical Activity and Brain Health. Genes (Basel)
2019;10. doi:10.3390/GENES 10090720

Marlatt MW. Running throughout middle-age improves memory function, hippocampal
neurgenesis and BDNF levels in female C57B1/6J mice. Dev Neurobiol 2012;72:943-52.
doi:10.1002/dneu.22009.Running

Kennedy G, Hardman RJ, MacPherson H, et al. How Does Exercise Reduce the Rate of Age-
Associated Cognitive Decline? A Review of Potential Mechanisms. J Alzheimer’s Dis 2016;55:1—
18. doi:10.3233/JAD-160665

Deary 1J, Corley J, Gow Al, et al. Age-associated cognitive decline. Br Med Bull 2009;92:135—
52. doi:10.1093/bmb/1dp033

van Praag H, Christie BR, Sejnowski TJ, ef a/. Running enhances neurogenesis, learning, and
long-term potentiation in mice. Proc Natl Acad Sci USA 1999;96:13427-31.
doi:10.1073/pnas.96.23.13427

van Praag H, Shubert T, Zhao C, ef al. Exercise enhances learning and hippocampal neurogenesis
in aged mice. J Neurosci 2005;25:8680-5. doi:10.1523/INEUROSCI.1731-05.2005

Gomes da Silva S, De Almeida AA, Silva Aratjo BH, et al. Early physical exercise and seizure
susceptibility later in life. /nt J Dev Neurosci2011;29:861-5. doi:10.1016/j.ijdevneu.2011.07.011
Shephard RJ. Limits to the measurement of habitual physical activity by questionnaires. Br J
Sport Med 2003;37:197-206. doi:10.1136/bjsm.37.3.197

Allen NB, Siddique J, Wilkins JT, et al. Blood pressure trajectories in early adulthood and
subclinical atherosclerosis in middle age. JAMA - J Am Med Assoc 2014;311:490-7.
doi:10.1001/jama.2013.285122

Ueno M, Sakamoto H, Tomimoto H, et al. Blood-brain barrier is impaired in the hippocampus of
young adult spontaneously hypertensive rats. Acta Neuropathol 2004;107:532-8.
doi:10.1007/s00401-004-0845-z

Pencina KM, Thanassoulis G, Wilkins JT, et al. Trajectories of Non—-HDL Cholesterol Across
Midlife: Implications for Cardiovascular Prevention. J Am Coll Cardiol 2019;74:70-9.
doi:10.1016/j.jacc.2019.04.047

147



Juuso Hakala

240

241

242

243

244

245

246

247

248

249

250

251

252

253

254

255

148

T. Lesser G, S. Beeri M, Schmeidler J, ef al. Cholesterol and LDL Relate to Neuritic Plaques and
to APOE4 Presence but Not to Neurofibrillary Tangles. Curr Alzheimer Res 2011;8:303—-12.
doi:10.2174/156720511795563755

Ullrich C, Pirchl M, Humpel C. Hypercholesterolemia in rats impairs the cholinergic system and
leads to memory deficits. Mol Cell Neurosci 2010;45:408—17. doi:10.1016/j.mcn.2010.08.001
Thirumangalakudi L, Prakasam A, Zhang R, et al. High cholesterol-induced neuroinflammation
and amyloid precursor protein processing correlate with loss of working memory in mice. J
Neurochem 2008;106:475-85. doi:10.1111/j.1471-4159.2008.05415.x

Buscot M-J, Thomson RJ, Juonala M, et al. Distinct child-to-adult body mass index trajectories
are associated with different levels of adult cardiometabolic risk. Eur Heart J 2018;39:2263-70.
doi:10.1093/eurheartj/ehy161

Gustafson D. Adiposity indices and dementia. Lancet Neurol 2006;5:713-20.
doi:10.1016/S1474-4422(06)70526-9

Pétrault O, Pétrault M, Ouk T, et al. Visceral adiposity links cerebrovascular dysfunction to
cognitive impairment in middle-aged mice. Neurobiol Dis 2019;130:104536.
doi:10.1016/j.nbd.2019.104536

Wang J, Freire D, Knable L, et al. Childhood and adolescent obesity and long-term cognitive
consequences during aging. J Comp Neurol 2015;523:757—68. doi:10.1002/cne.23708
Reinikainen J, Laatikainen T, Karvanen J, et al. Lifetime cumulative risk factors predict
cardiovascular disease mortality in a 50-year follow-up study in Finland. Int J Epidemiol
2015;44:108-16. doi:10.1093/ije/dyu235

Dearborn JL, Knopman D, Sharrett AR, ef al. The metabolic syndrome and cognitive decline in
the atherosclerosis risk in communities study (ARIC). Dement Geriatr Cogn Disord
2014;38:337-46. doi:10.1159/000362265

Bonilla DA, Kreider RB, Stout JR, et al. Metabolic basis of creatine in health and disease: A
bioinformatics-assisted review. 2021. doi:10.3390/nu13041238

Gonzélez-Dominguez R, Garcia A, Garcia-Barrera T, et al. Metabolomic profiling of serum in
the progression of Alzheimer’s disease by capillary electrophoresis—mass spectrometry.
Electrophoresis 2014;35:3321-30. doi:10.1002/ELPS.201400196

Smith PJ, Need AC, Cirulli ET, et al. A comparison of the Cambridge Automated
Neuropsychological Test Battery (CANTAB) with “traditional” neuropsychological testing
instruments. 2013;35:319-28. doi:10.1080/13803395.2013.771618

Swainson R, Hodges JR, Galton CJ, et al. Early Detection and Differential Diagnosis of
Alzheimer’s Disease and Depression with Neuropsychological Tasks. Dement Geriatr Cogn
Disord 2001;12:265-80. doi:10.1159/000051269

Blackwell AD, Sahakian BJ, Vesey R, et al. Detecting Dementia: Novel Neuropsychological
Markers of Preclinical Alzheimer’s Disease. Dement Geriatr Cogn Disord 2004;17:42-8.
doi:10.1159/000074081

Lee ACH, Rahman S, Hodges JR, et al. Associative and recognition memory for novel objects in
dementia: implications for diagnosis. Eur J Neurosci 2003;18:1660-70.
doi:10.1046/J.1460-9568.2003.02883.X

Petersen RC. Mild cognitive impairment. Contin. Lifelong Learn. Neurol. 2016;22:404-18.
doi:10.1212/CON.0000000000000313






N2

TURUN
YLIOPISTO
UNIVERSITY
OF TURKU

Painosalama, Turku, Finland 2022

ISBN 978-951-29-8877-8 (PRINT)
ISBN 978-951-29-8878-5 (PDF)

ISSN 0355-9483 (Print)
ISSN 2343-3213 (Online)




	ABSTRACT
	TIIVISTELMÄ
	Table of Contents
	Abbreviations
	List of Original Publications
	1 Introduction
	2 Review of the Literature
	2.1 Cognition and cognitive aging
	2.1.1 Cognition
	2.1.2 Cognitive deficits
	2.1.3 Cognitive aging and sex differences in cognitive performance
	2.1.4 Dementia and mild cognitive impairment

	2.2 Mechanisms for cognitive decline
	2.2.1 Neuropathology in dementias
	2.2.2 Molecular pathogenesis in age-related cognitive decline
	Myogenic autoregulation
	Endothelium-dependent pathways
	Neurovascular coupling


	2.3 Measures of cognition
	2.3.1 Traditional measures of cognitive performance
	2.3.2 Computerized testing of cognitive performance

	2.4 Risk factors for cognitive performance, cognitive decline, and dementia
	2.4.1 Genetics
	2.4.2 Environmental factors
	2.4.3 Cardiovascular risk factors
	2.4.3.1 Elevated blood pressure
	2.4.3.2 Adverse serum lipids
	2.4.3.3 Obesity and overweight
	2.4.3.4 Type 2 diabetes and impaired fasting glucose

	2.4.4 Risk factor accumulation
	2.4.5 Lifestyle risk factors
	2.4.5.1 Physical activity
	2.4.5.2 Smoking
	2.4.5.3 Dietary habits
	2.4.5.4 Alcohol consumption

	2.4.6 Kidney function and serum creatinine
	2.4.6.1 Kidney function
	2.4.6.2 Serum creatinine
	Potential mechanisms



	2.5 Dementia prevention
	2.6 Summary of the literature review

	3 Aims
	4 Materials and Methods
	4.1 The Cardiovascular Risk in Young Finns Study
	4.2 Study design
	4.3 Cognitive performance
	4.4 Physical examination
	4.5 Questionnaires
	4.6 Physical activity
	4.7 Genetic analyses
	4.8 Biochemical analyses
	4.9 Definition and assessment of impaired fasting glucose and type 2 diabetes
	4.10 Ethics
	4.11 Statistical analyses
	Study I
	Study II
	Study III


	5 Results
	5.1 Characteristics of the study population (I–III)
	5.2 Physical activity (I)
	5.2.1 Physical activity accumulation from childhood to adulthood and cognitive performance
	5.2.2 Effect modification of age and sex

	5.3 Creation of the cardiovascular risk factor trajectories (II–III)
	5.3.1 Systolic and diastolic blood pressure trajectories
	5.3.2 Serum lipid trajectories
	5.3.3 BMI trajectories
	5.3.4 Serum creatinine trajectories

	5.4 Characteristics of cardiovascular risk factor trajectories (II)
	5.5 Cardiovascular risk factor trajectories and cognitive performance (II)
	Blood pressure and cognitive performance
	Serum lipids and cognitive performance
	Overweight and obesity and cognitive performance

	5.6 Cardiovascular risk factor accumulation and cognitive performance
	5.7 Serum creatinine and cognitive performance (III)
	5.7.1 Serum creatinine trajectories characteristics
	5.7.2 Serum creatinine trajectories and cognitive performance

	5.8 Risk factors linking to cognitive aging (I–III)

	6 Discussion
	6.1 Physical activity accumulation and cognitive performance
	Potential mechanisms
	6.1.1 Limitations of physical activity studies

	6.2 Blood pressure
	6.3 Serum lipids
	6.4 Obesity and overweight
	6.5 Limitations of blood pressure, serum lipids, and obesity and overweight studies
	6.6 Cardiovascular risk factor accumulation and cognitive performance
	6.6.1 Limitations of cardiovascular risk factor accumulation studies

	6.7 Serum creatinine and cognitive performance
	6.7.1 Limitations of serum creatinine studies

	6.8 Strengths and limitations
	6.9 Future directions

	7 Conclusions
	Acknowledgements
	References


<<

  /ASCII85EncodePages false

  /AllowTransparency false

  /AutoPositionEPSFiles true

  /AutoRotatePages /PageByPage

  /Binding /Left

  /CalGrayProfile (Dot Gain 20%)

  /CalRGBProfile (sRGB IEC61966-2.1)

  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)

  /sRGBProfile (sRGB IEC61966-2.1)

  /CannotEmbedFontPolicy /Warning

  /CompatibilityLevel 1.7

  /CompressObjects /Tags

  /CompressPages true

  /ConvertImagesToIndexed true

  /PassThroughJPEGImages true

  /CreateJobTicket false

  /DefaultRenderingIntent /Default

  /DetectBlends true

  /DetectCurves 0.0000

  /ColorConversionStrategy /LeaveColorUnchanged

  /DoThumbnails true

  /EmbedAllFonts true

  /EmbedOpenType true

  /ParseICCProfilesInComments true

  /EmbedJobOptions true

  /DSCReportingLevel 0

  /EmitDSCWarnings false

  /EndPage -1

  /ImageMemory 1048576

  /LockDistillerParams false

  /MaxSubsetPct 100

  /Optimize true

  /OPM 1

  /ParseDSCComments true

  /ParseDSCCommentsForDocInfo true

  /PreserveCopyPage true

  /PreserveDICMYKValues true

  /PreserveEPSInfo true

  /PreserveFlatness true

  /PreserveHalftoneInfo false

  /PreserveOPIComments true

  /PreserveOverprintSettings true

  /StartPage 1

  /SubsetFonts false

  /TransferFunctionInfo /Apply

  /UCRandBGInfo /Preserve

  /UsePrologue false

  /ColorSettingsFile ()

  /AlwaysEmbed [ true

  ]

  /NeverEmbed [ true

  ]

  /AntiAliasColorImages false

  /CropColorImages true

  /ColorImageMinResolution 300

  /ColorImageMinResolutionPolicy /OK

  /DownsampleColorImages false

  /ColorImageDownsampleType /Bicubic

  /ColorImageResolution 300

  /ColorImageDepth 8

  /ColorImageMinDownsampleDepth 1

  /ColorImageDownsampleThreshold 1.50000

  /EncodeColorImages true

  /ColorImageFilter /FlateEncode

  /AutoFilterColorImages false

  /ColorImageAutoFilterStrategy /JPEG

  /ColorACSImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /ColorImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /JPEG2000ColorACSImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /JPEG2000ColorImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /AntiAliasGrayImages false

  /CropGrayImages true

  /GrayImageMinResolution 300

  /GrayImageMinResolutionPolicy /OK

  /DownsampleGrayImages false

  /GrayImageDownsampleType /Bicubic

  /GrayImageResolution 300

  /GrayImageDepth 8

  /GrayImageMinDownsampleDepth 2

  /GrayImageDownsampleThreshold 1.50000

  /EncodeGrayImages true

  /GrayImageFilter /FlateEncode

  /AutoFilterGrayImages false

  /GrayImageAutoFilterStrategy /JPEG

  /GrayACSImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /GrayImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /JPEG2000GrayACSImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /JPEG2000GrayImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /AntiAliasMonoImages false

  /CropMonoImages true

  /MonoImageMinResolution 1200

  /MonoImageMinResolutionPolicy /OK

  /DownsampleMonoImages false

  /MonoImageDownsampleType /Bicubic

  /MonoImageResolution 1200

  /MonoImageDepth -1

  /MonoImageDownsampleThreshold 1.50000

  /EncodeMonoImages true

  /MonoImageFilter /CCITTFaxEncode

  /MonoImageDict <<

    /K -1

  >>

  /AllowPSXObjects false

  /CheckCompliance [

    /None

  ]

  /PDFX1aCheck false

  /PDFX3Check false

  /PDFXCompliantPDFOnly false

  /PDFXNoTrimBoxError true

  /PDFXTrimBoxToMediaBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXSetBleedBoxToMediaBox true

  /PDFXBleedBoxToTrimBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXOutputIntentProfile (None)

  /PDFXOutputConditionIdentifier ()

  /PDFXOutputCondition ()

  /PDFXRegistryName ()

  /PDFXTrapped /False



  /CreateJDFFile false

  /Description <<



    /BGR <>

    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>

    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>

    /CZE <>

    /DAN <>

    /DEU <>

    /ESP <>

    /ETI <>

    /FRA <>

    /GRE <>



    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)

    /HUN <>

    /ITA <>

    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>

    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>

    /LTH <>

    /LVI <>

    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)

    /NOR <>

    /POL <>

    /PTB <>

    /RUM <>

    /RUS <>

    /SKY <>

    /SLV <>

    /SVE <>

    /TUR <>

    /UKR <>

    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)

    /SUO <>

  >>

  /Namespace [

    (Adobe)

    (Common)

    (1.0)

  ]

  /OtherNamespaces [

    <<

      /AsReaderSpreads false

      /CropImagesToFrames true

      /ErrorControl /WarnAndContinue

      /FlattenerIgnoreSpreadOverrides false

      /IncludeGuidesGrids false

      /IncludeNonPrinting false

      /IncludeSlug false

      /Namespace [

        (Adobe)

        (InDesign)

        (4.0)

      ]

      /OmitPlacedBitmaps false

      /OmitPlacedEPS false

      /OmitPlacedPDF false

      /SimulateOverprint /Legacy

    >>

    <<

      /AddBleedMarks false

      /AddColorBars false

      /AddCropMarks false

      /AddPageInfo false

      /AddRegMarks false

      /ConvertColors /ConvertToCMYK

      /DestinationProfileName ()

      /DestinationProfileSelector /DocumentCMYK

      /Downsample16BitImages true

      /FlattenerPreset <<

        /PresetSelector /MediumResolution

      >>

      /FormElements false

      /GenerateStructure false

      /IncludeBookmarks false

      /IncludeHyperlinks false

      /IncludeInteractive false

      /IncludeLayers false

      /IncludeProfiles false

      /MultimediaHandling /UseObjectSettings

      /Namespace [

        (Adobe)

        (CreativeSuite)

        (2.0)

      ]

      /PDFXOutputIntentProfileSelector /DocumentCMYK

      /PreserveEditing true

      /UntaggedCMYKHandling /LeaveUntagged

      /UntaggedRGBHandling /UseDocumentProfile

      /UseDocumentBleed false

    >>

  ]

>> setdistillerparams

<<

  /HWResolution [2400 2400]

  /PageSize [510.236 720.000]

>> setpagedevice




 
 
    
   HistoryItem_V1
   InsertBlanks
        
     Where: before current page
     Number of pages: 2
     Page size: same as current
      

        
     Blanks
     0
     Always
     118
     2
     /E/Työt/Yksityiset/Rantaralli 2018/aikakortti_takasivu_2018.pdf
     1
            
       D:20220505142451
       765.3543
       Blank
       31.1811
          

     LAST-1
     Tall
     1289
     415
     AllDoc
     qi3alphabase[QI 3.0/QHI 3.0 alpha]
     1
            
       CurrentAVDoc
          

     SameAsCur
     BeforeCur
      

        
     QITE_QuiteImposingPlus3
     Quite Imposing Plus 3.0k
     Quite Imposing Plus 3
     1
      

   1
  

    
   HistoryItem_V1
   InsertBlanks
        
     Where: after current page
     Number of pages: 2
     Page size: same as current
      

        
     Blanks
     0
     Always
     118
     2
     /E/Työt/Yksityiset/Rantaralli 2018/aikakortti_takasivu_2018.pdf
     1
            
       D:20220505142451
       765.3543
       Blank
       31.1811
          

     LAST-1
     Tall
     1289
     415
     AllDoc
     qi3alphabase[QI 3.0/QHI 3.0 alpha]
     1
            
       CurrentAVDoc
          

     SameAsCur
     AfterCur
      

        
     QITE_QuiteImposingPlus3
     Quite Imposing Plus 3.0k
     Quite Imposing Plus 3
     1
      

   1
  

    
   HistoryItem_V1
   TrimAndShift
        
     Range: all pages
     Trim: fix size 6.929 x 9.843 inches / 176.0 x 250.0 mm
     Shift: none
     Normalise (advanced option): 'original'
      

        
     -4
            
       D:20150206130427
       708.6614
       B5
       Blank
       498.8976
          

     Tall
     1
     0
     No
     1910
     350
    
     QI2.9[QI 2.9/QHI 1.1]
     None
     Up
     5.6693
     -0.2835
            
                
         Both
         1
         AllDoc
         90
              

       CurrentAVDoc
          

     Uniform
     0.0000
     Top
      

        
     QITE_QuiteImposingPlus3
     Quite Imposing Plus 3.0k
     Quite Imposing Plus 3
     1
      

        
     195
     196
     195
     196
      

   1
  

 HistoryList_V1
 qi2base





