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Abstract

The purpose of this thesis was to investigate the effects that exercise modalities have on
neurotrophic and inflammatory blood markers and cognitive outcomes in older adults. A
systematic review and meta-analysis were completed. The included studies illustrated that
most of the literature evaluated the effect of aerobic exercise interventions on systemic
concentrations of the blood marker brain-derived neurotrophic factor (BDNF). The
review found that aerobic exercise increases BDNF and resistance training increases
insulin-like growth factor 1 (IGF-1). Interventions with sex-specific cohorts presented
advantages in males for blood marker and cognitive outcomes compared to females. One
of three included interventions decreased C-reactive protein (CRP). This thesis
demonstrated the presence of modality-specific outcomes of exercise on blood markers
and presents a targeted review of the literature evaluating exercise, cognition, and blood

markers.
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Summary for Lay Audience

Dementia poses a huge burden to older adults, their caregivers, and society. Patients with
dementia are faced with increasingly severe and complex impairments to their thinking,
otherwise known as cognition, which includes processes such as memory, planning,
organization, attention, language, spatial ability, and ability to orient themselves.
Additionally, individuals with dementia typically face challenges with mobility, social

life, and mental health as their condition progresses.

A possible treatment for dementia is exercise, which has been shown to (at least
temporarily) improve or prevent worsening of the symptoms of cognitive decline in older
adults. Past research on exercise as a treatment for individuals with cognitive
impairments has suggested that exercise triggers a release of specific molecules in the
blood and, conversely, reduces harmful molecules. More specifically, exercise triggers
the release of molecules, known as growth factors, that increase blood flow and regulate
the development, growth, and survival of brain cells. Also, exercise decreases molecules
in the blood that are related to heart disease and dementia, known as inflammatory

markers.

This manuscript aimed to examine the role of key growth factors and inflammatory
markers in the cognitive outcomes seen after an exercise program. A review of this

subject was completed and organized to clarify the consensus of all past literature.

The review found that different exercise types (resistance and aerobic) increased different
growth factors in the blood. Males showed more positive effects on both blood molecules
and mental processes after exercise. Additionally, inflammatory markers were reduced
after exercise in some studies. In conclusion, this manuscript suggested that different
types of exercise can increase growth factor molecules to improve cognition, and that
exercise can protect against age-related declines in memory and growth factor levels in
the blood.
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Chapter 1
1 Literature Review

This thesis aims to evaluate the relationship between longitudinal exercise training and
cognition, and whether this relationship is modified by neurotrophic growth factors and
inflammation. Chapter 1 will introduce the topics of cognition, exercise, neurotrophic
factors, and inflammatory markers. Further, | present the topic of exercise as a non-
pharmacological intervention to reduce age-related cognitive decline. Additionally, 1
describe the impact of growth factors and inflammation on cognition and the role of
exercise in this relationship. I conclude by providing study rationale, purpose, and
hypotheses of the ensuing chapters. Chapter 2 presents a review of randomized controlled
trials investigating the impact of particular exercise modalities on neurotrophic factor and

inflammatory marker concentrations and cognition.
1.1 Cognition in Aging

Cognition is defined as the mental action or process of acquiring knowledge and
understanding through thought, experience, and the senses (Harada et al., 2013).
Cognitive decline is a natural result of aging (Harada et al., 2013; Murman, 2015). The
physiological processes that drive age-related cognitive decline are multifaceted,
interconnected, and largely undetermined (Harman, 2006; Lopez-Otin et al., 2013;
Salthouse, 2010). Aging increases the risk of developing cognitive pathologies, which
can further compound the deleterious effects of cognitive aging (Riedel et al., 2016).
Researchers have delineated associations between several lifestyle factors and resilience
to cognitive aging and pathology. Specifically, education, social engagement, physical
fitness, and life occupation, among others, have been linked to better prognoses of
cognitive aging (Harada et al., 2013). Also, acute and longitudinal health interventions,
such as exercise (Northey et al., 2018), cognitive training, or playing a musical
instrument (Roman-Caballero et al., 2018), have exhibited positive results as preventative

treatments for cognitive decline.



An interesting clinical phenomenon, cognitive reserve, explains the disjunction between
the expression of cognitive symptoms and the disproportionate severity of cognitive
pathology present in post-mortem clinical findings (Ince, 2001; Stern, 2009). More
specifically, cognitive reserve is hypothesized to be an individual’s ability to cope with
injury to the brain or cognitive decline through the individual differences in neural
networks and the capacity to reallocate intact networks to surrogate the function of
damaged networks. Cognitive reserve is postulated to be primarily driven by education,
occupational exposure, leisure activities, and general cognitive activity throughout the
lifespan (Stern, 2009; Wilson et al., 2007).

1.1.1 Domains of Cognition

There is limited consensus in research and healthcare on the most effective way to divide
cognition into distinct neurocognitive domains. To attain consistent diagnostic
categorisation of cognitive impairments, the Diagnostic and Statistical Manual of Mental
Disorders, fifth edition (DSM-5), gained consensus from leading experts of psychiatric
research and practice. Based on the consensus established in the DSM-5, cognition is
divided into six principle domains: Executive Function, Complex Attention, Learning and
Memory, Perceptual Motor Functioning, Language, and Social Cognition (Sachdev et al.,
2014).

Hunt et al. (2013) defines executive function as an overarching cognitive process,
mediated by attention, that coordinates and integrates multiple subordinate cognitive
skills to enable goal-directed behaviour. Executive function is categorized into several
sub-domains, including planning, decision making, working memory, responding to
feedback, inhibition, and flexibility (Sachdev et al., 2014). Additionally, Miyake et al.
(2000) explored the existence of three frequently postulated executive sub-components:
inhibition, shifting, and updating. These three sub-components can respectively be
defined as the ability to suppress dominant, automatic, or prepotent responses when they
are inappropriate, as the ability to shift attention between different sub-tasks or different
elements of the same tasks, and finally, as the ability to evaluate incoming information
and revise the existing contents of working memory by deleting what is no longer

relevant and incorporating more recent salient information.



Attention is defined as the behavioral and cognitive process of selectively concentrating
on a discrete aspect of information, whether deemed subjective or objective, while
ignoring other perceivable information (Anderson, 2004). Complex attention is
categorized into several sub-domains including sustained attention, divided attention,

selective attention, and processing speed. (Sachdev et al., 2014).

The Encyclopedia of Psychology defines learning as the acquisition of a skill or
knowledge, and memory as the expression of previously learned information (Kazdin et
al., 2000). Learning and memory are categorized into the sub-domains free recall, cued
recall, recognition memory, semantic and autobiographical, long-term memory, and

implicit memory (Sachdev et al., 2014).

Perceptual-motor function is the accurate integration of sensory information for the
development of motor programming and perceptual orientation (Finney, 2015). This
cognitive domain is categorized into visual perception, vasoconstriction reasoning, and

perceptual-motor coordination (Sachdev et al., 2014).

Language is defined as the development, acquisition, and maintenance, and use of
complex systems of communication (Ramlan, 2018). Language is differentiated into sub-
domains that include object naming, word finding, fluency, grammar and syntax, and

receptive language (Sachdev et al., 2014)
1.1.2 Epidemiology of Cognitive Dysfunction

The intermediate state between normal aging and dementia is known as mild
neurocognitive disorder (Sachdev et al., 2014), or more commonly mild cognitive
impairment (MCI). The prevalence of MCI is 10-20% in older adults over 65 years of age
(Langa & Levine, 2014). Those diagnosed with MCI have a 20-40% (10-15% per year)
risk of progression into dementia (Roberts & Knopman, 2013). The most significant risk
factors of cognitive decline and cognitive pathology are age, sex, genetics, and the
presence of diabetes or cardiovascular disease (Biessels & Despa, 2018; Riedel et al.,
2016).



The prevalence of cognitive decline is predicted to rise substantially in the approaching
decades. Researchers predict that by 2050 the population of those 65 years and older will
double, while the population of those 85 years and older will triple. Further, it is
estimated that 35.6 million people live with dementia worldwide, and this number will
double every 20 years (Mavrodaris et al., 2013). Consequently, interest in research has
risen dramatically for the treatment or prevention or cognitive decline (Cummings et al.,
2018; Morrison-Bogorad et al., 2007).

Research suggests that females are more susceptible to cognitive pathologies compared to
males (Barha & Liu-Ambrose, 2018); the incidence of cognitive decline is twice as likely
in female older adults (Lin & Doraiswamy, 2015) and females exhibit more rapid brain
atrophy than males after onset of cognitive pathology (Hua et al., 2010). Also, the
association between peripheral inflammatory markers and cognitive decline is more
evident in females than males (Trollor et al., 2012). Further, both natural and surgical
menopause are associated with an increased risk of Alzheimer’s disease biomarkers and
cognitive decline (Hara et al., 2015; Mosconi et al., 2017; Rocca et al., 2007; Scheyer et
al., 2018).

1.1.3 Measuring Cognitive Function

Various cognitive assessments have been validated in measuring cognitive performance
in different age groups. These assessments can be combined to measure cognitive
performance in general, or particular domains of interest. Cognitive assessments
commonly used for older adults include: Trail Making Test (Reitan and Wolfson 1985),
Digit Span (Wechsler, 1981), Letter Number Sequence (Wechsler, 1981), and Language
or Category Fluency (Strauss et al., 2006), and Rey Auditory Verbal Learning Test
(Rosenberg et al., 1984). Various cognitive assessment batteries that include multiple
assessments have been developed for comprehensive assessments of older adults. Most
notable are the Montreal Cognitive Assessment (MoCA), the Mini Mental State
Examination (MMSE), both of which are short assessments typically used as screening
tools (Tavares-Junior et al., 2019; Woodford & George, 2007); and the Alzheimer



Disease Assessment Scale (ADAS-Cog) that has been used in clinical trials (Kueper et
al., 2018; Montero Odasso et al., 2018; Rosen et al., 1984).

The ADAS-Cog is a valid and reliable battery of cognitive assessments to determine
global cognition related to cognitive impairment in older adults (Sheehan, 2012). The
ADAS-Cog Plus, a revised version of the ADAS-Cog, incorporates additional measures
of executive function and functionality. This scale consists of 10 cognitive tests, with
scores ranging from 0 to 90; higher scores represent poorer cognitive performance
(Skinner et al., 2012). Compared to previous versions, the ADAS-Cog Plus is more
responsive to disease progression and treatment effects in studies of cohorts with MCI
(Kueper et al., 2018). The ADAS-Cog has been a significant outcome measure in
numerous trials with MCI and AD (Chupel et al., 2017; Fiatarone Singh et al., 2014;
Ohman et al., 2014; Suzuki et al., 2013; Toots et al., 2017).

1.2 Physical Exercise

Caspersen, Powell, and Christenson (1985) define exercise as “Physical activity that is
planned, structured, repetitive, and purposive in the sense that improvement or
maintenance of one or more components of physical fitness is an objective”. The
objective of physical exercise is physical fitness, which can be divided into two
components, with specific sub-categories: (1) health-related objectives, including
cardiorespiratory capacity, muscular endurance, muscular strength, body composition,
and flexibility; and (2) skill-related, including agility, balance, coordination, speed,
power, and reaction time. If a physical activity does not intentionally fulfil any of these

aspects of physical fitness, then it is not considered exercise.

In trials with older adults, the primary consideration of an exercise interventions is
usually health-related outcomes of strength, fall reduction, mobility, cardiovascular
fitness, physical function, depression, and cognitive outcomes (Cadore et al., 2013; Chen
et al., 2020; Shekelle et al., 2003). Common exercise modalities for older adults include

aerobic, resistance, stretching, and balance.



1.2.1 Aerobic Exercise

Aerobic exercise involves the use of large muscle groups in dynamic activities that result
in sustained increases in heart rate and energy expenditure (Howley, 2001). Aerobic
exercise is primarily related to the health-related outcomes of cardiorespiratory capacity,
muscle endurance, and body composition due to the moderate-energy, long-duration
nature of the exercise (Plowman & Smith, 2008). Aerobic exercise is commonly
implemented on ergometer machines (treadmills, stationary bikes, ellipticals, rowing
machines, etc.), walking, running, or biking, depending on the fitness level and capability

of the subjects.
1.2.2 Resistance Exercise

Resistance exercise is the repeated lifting of weight to overload muscles at an intensity
only sustainable for a short duration. The parameters of resistance training include the
number of times the resistance is moved in a single set of exercise, the number of sets
done, and the rest interval between sets (Howley, 2001). Resistance exercise is primarily
related to the health-related outcomes of muscular strength, muscular endurance, and
body composition. Also, secondary skill-related enhancements in balance, agility, speed,
and power can be attained through resistance exercise (Plowman & Smith, 2008).
Common forms of resistance training include the use of free-weights, resistance machines
(e.q., leg press, chest press, leg curl, etc.), resistance bands, and body weight exercises

(e.g., pull-ups, push-ups, bodyweight squats, etc.).
1.2.3 Balance, Toning, and Stretching Exercise

Balance, toning, and stretching exercises usually exercises that are designed to improve
balance, muscle tone, and lengthen muscles, respectively. Balance exercises typically
challenge balance systems by limiting senses related to balance, such as sight,
proprioception, foot pressure, and vestibular function, and limiting the base of support
with or without perturbing the centre of gravity of the participant. Common balance

exercises include one-leg stance, standing with eyes closed, standing on a foam pad, or



tandem stance, all usually administered over a set duration (Penzer et al., 2015; Shimada
et al., 2003). Toning exercises are exercises that utilize large muscle groups but do not
significantly overload the muscles or cause a significant cardiovascular response. Finally,
stretching exercises are movements intended to lengthen muscles and improve range of

motion for targeted joints (Page, 2012).

Balance, toning, and stretching exercises are commonly used in-combination as active
controls for exercise interventions in cognitive trials. This is due to a speculated lack of
amelioration on cognitive dysfunction (Kelly et al., 2014; Uffelen et al., 2008). However,
some forms of this modality are studied due to their proposed mental and emotional
enhancements, such as yoga, tai chi, and Qigong (Abbott & Lavretsky, 2013; Farhang et
al., 2019; Mooventhan & Nivethitha, 2017).

1.3 Blood Biomarkers Related to Cognition

Particular blood biomarkers have been identified as having important roles in the
regulation of cognitive functioning. Specifically, neurotrophic growth factors (Campos,
Rocha, Lattari, Paes, & Nardi 2016; Raab et al., 2004), and inflammatory cytokines (Gu
etal., 2017; Teunissen et al., 2003) have been found to exert trophic and atrophic effects
on the neural and vascular structures in the brain, respectively (Cotman et al., 2007,
Nascimento et al., 2014).

1.3.1 Neurotrophic Factors

Studies have identified particular neurotrophic factors thought to be associated with
positive cognitive outcomes after exercise (Ding et al., 2006; Hillman et al., 2008). The
primary neurotrophic growth factors implicated in this relationship are brain-derived
neurotrophic factor (BDNF), insulin-like growth factor 1 (IGF-1), and vascular
endothelial growth factor (VEGF) (Cotman et al., 2007). These molecules play
convergent roles in the neuroplastic processes, including gliogenesis, neurogenesis,

synaptogenesis, and angiogenesis (El-Sayes et al., 2019).



The protein BDNF is expressed in the central nervous system, gut, and other tissues, and
is a member of the neurotrophin family (Bathina & Das, 2015). Functionally, BDNF
enhances the growth and differentiation of cells in the brain and is essential to the
development of the mammalian brain (Binder & Scharfman, 2004). Specifically, the
expression of BDNF contributes to neurogenesis (Benraiss et al., 2001; Pencea et al.,
2001), gliogenesis (Cheng et al., 2006), synaptogenesis (Aguado et al., 2003; Alsina et
al., 2001; Binder & Scharfman, 2004) and angiogenesis (Kermani & Hempstead, 2007).
BDNF is largely expressed in the hippocampus, which is the brain centre for emotion,
memory, and learning (Erickson et al., 2011; Lu et al., 2014). Low blood concentrations
of BDNF have been associated with neurodegenerative diseases, such as dementia
(Weinstein et al., 2014), Alzheimer’s disease (Laske et al., 2006; Ng et al., 2019),
Huntington’s disease (Zuccato & Cattaneo, 2009), and the early stages of Parkinson’s
disease (Huang et al., 2018).

The signal protein VEGF is released from the endothelial cells in blood vessels,
macrophages, and glial cells in response to tissue hypoxia (Roskoski, 2007; Tang et al.,
2010) and the presence of blood lactate (Morland et al., 2017) and functions to stimulate
angiogenesis and vasculogenesis ubiquitously in the body (Hoeben et al., 2004). VEGF
transcription in the brain is thought to elicit neurotropic and neuroprotective functions
(Jin et al., 2002; Sun et al., 2003; Tang et al., 2010). The specific functions of VEGF are
increasing neuronal survival, decreasing apoptotic proteins and signals, stimulating the
release of proteins that improve neuronal health (Sanchez et al., 2010), and increasing
general plasticity of mature neurons (Licht et al., 2011). Animal studies have discovered
a marked decline in VEGF concentrations in the hippocampus occurring until middle-age

that may contribute to age-related cognitive decline (Shetty et al., 2005).

The vascular and neuroprotective functions of VEGF are especially pertinent in the
context of vascular dementia (Ding et al., 2004; Sun et al., 2003). After a cerebral
vascular event, such as a stroke, VEGF is released to the affected area to promote
angiogenic and vasculogenic activity (Krupinski et al., 1994). Patients who have

experienced a cerebral vascular event (i.e. stroke) with higher systemic concentrations of



VEGF have significantly better prognoses than those with lower systemic concentrations
(Lee et al., 2010). Interestingly, patients afflicted by an acute stroke who had previous
transient ischemic attacks (TI1A) have better prognoses than those without, thought to be
mediated by a higher concentration of VEGF following the damage associated with TIA
(Kwon et al., 2015). Thus, the negative impacts of stroke may be mitigated by high
concentrations of VEGF in the cerebral vasculature due to its role in angiogenesis and

vasculogenesis.

The protein hormone IGF-1 is released by cells of the liver, lungs, kidneys, skeletal
muscle, heart, and white adipose tissue in the presence of circulating growth hormone
(GH) (Lowe et al., 1988). The primary function of IGF-1 is to stimulate anabolism
throughout the mammalian body (Le Roith et al., 2001), including neurogenesis (Llorens-
Martin et al., 2009), gliogenesis (Carson et al., 1993), synaptogenesis (Trejo et al., 2007),
and angiogenesis (Lopez-Lopez et al., 2004) and is essential for human brain
development (Maggio et al., 2012). As humans age, systemic concentrations of GH
typically decrease, resulting in a downregulation of IGF-1 (Corpas et al., 1993). Further,
research has shown that lower concentrations of IGF-1 are associated with cognitive
aging (Corpas et al., 1993; Sonntag et al., 2005); lower cognitive functioning in older
adults, with, and without, MCI; and an increased risk of Alzheimer’s disease and vascular
dementia (Watanabe et al., 2005) .

1.3.2 Inflammation and Inflammatory Cytokines

Inflammation is the body’s immune response to harmful stimuli and functions to
eliminate necrotic cells and promote healing. Although inflammation is beneficial and
necessary for normal bodily functioning (Gronke et al., 2019), chronic low-grade
inflammation is particularly detrimental to heart and brain health (Nicklas & Brinkley,
2009). The incidence of inflammatory pathogenesis is dependent on the level of
inflammation in an individual’s body and their threshold of disease, adjusted by genetic

and environmental influences (Franceschi et al., 2006).
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The term inflammaging refers to a chronic low-grade inflammatory state resulting from
the upregulation of the inflammatory response compelled by multiple factors in old age.
These factors are speculated to be driven by the culmination of antigenic stressors over
the human lifespan and dysregulated inflammatory processes (Rea et al., 2018).
Inflammaging likely represents a mechanism underlying the age-related functional
decline across a variety of pathological states (Nicklas & Brinkley, 2009). Research has
also demonstrated an association between chronic low-grade inflammation and attenuated
hippocampal neurogenesis (Chesnokova et al., 2016; Kohman & Rhodes, 2013),
increased risk of stroke with poor functional outcomes and mortality (Ballantyne et al.,
2005; Elkind et al., 2006), cognitive impairment (Wichmann et al., 2014), and
Alzheimer’s disease (Heneka et al., 2015; Krabbe et al., 2004). Multiple studies
measuring the effect of inflammation on cognition have employed the inflammatory
cytokines interleukin 6 (IL-6) and C-reactive protein (CRP) as valid markers of systemic
inflammation and inflammaging (Capuron et al., 2011; Gabay & Kushner, 1999; Ohzato
etal., 1992; Tegeler et al., 2016; Yaffe et al., 2003).

The inflammatory protein IL-6 is secreted by macrophages and T-cells in the bloodstream
and has both pro- and anti-inflammatory functions (Pedersen & Febbraio, 2008; Scheller
et al., 2011). Specifically, IL-6 is released as a pro-inflammatory cytokine in response to
injury, cell damage, and cell death. However, in response to muscle contraction, IL-6 is
transiently released as an anti-inflammatory myokine (Pedersen & Febbraio, 2008).
Though IL-6 has anti-inflammatory pathways, elevated concentrations of IL-6 in the
systemic circulation have been associated with lower cognitive performance (Bradburn et
al., 2018; Trollor et al., 2012) and brain volume (Gu et al., 2017). This relationship is
thought to be mediated through the detrimental effects of chronic low-grade
inflammation as well as inflated cytokine responses to ischemia that exacerbate cell
damage in the brain (Michaud et al., 2013).

The protein CRP is an acute-phase inflammatory protein that is released from the liver in
response to circulating IL-6 (Pepys & Hirschfield, 2003). The measurement of CRP is
used as a standard clinical procedure that indicates the systemic level of inflammation in

an individual, usually administered on older adults at-risk for cardiovascular events,
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infections, or inflammatory disorders (Bray et al., 2016; Pepys & Hirschfield, 2003).
High concentrations of CRP are associated with cognitive decline, dementia, and an
increased risk of stroke (Kuo et al., 2005; Misiak et al., 2018).

1.4 Exercise as a Treatment for Cognitive Decline in
Aging
The use of exercise as a non-pharmaceutical intervention to delay or prevent the
trajectory into dementia is a rapidly growing field of interest. Longitudinal exercise
programs have shown promise in eliciting significant improvements in cognitive
performance with modality-dependent domain-specific effects (Barha, Davis, Falck,
Nagamatsu, & Liu-Ambrose, 2017). A meta-analysis, which included individuals over 50
years of age, found that exercise elicited a positive small to moderate effect on improving
cognitive performance. This effect was consistent regardless of cognitive status, cognitive
domains measured, and the exercise modality utilized (Northey et al., 2018). Other meta-
analyses have investigated this relationship in participants with MCI with variable results.
In particular, studies primarily found small to moderate improvements in global
cognition, memory, and executive function (Biazus-Sehn et al., 2020; Zheng et al., 2016).
Conversely, Gates, Singh, Sachdev, & Valenzuela (2013) completed a meta-analysis on
the effect of exercise on cognition in individuals with MCI, but did not find significant
outcomes. Interestingly, Biazus-Sehn et al. (2020) found that trials utilizing more
cognitively engaging forms of exercise (i.e., dance, Tai Chi, Baduanjin) in older adults
with MCI had better cognitive outcomes than simple physical exercise regimens. These
findings are consistent with the results from a meta-analysis investigating the effect of
aerobic dance interventions on cognition. The study found that the dance interventions
had a moderate effect on memory, executive function, and global cognition (Zhu et al.,
2020). These results may be indicative of a synergistic training effect related to the

cognitive as well as physiological demands of exercise.
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1.4.1 Physical Exercise and Blood Markers Associated
with Cognition

Exercise-induced physiological cascades are known to regulate cognition by exerting
trophic effects on neural and vascular structures in the brain (Campos, Rocha, Lattari,
Paes, & Nardi 2016; Raab et al., 2004) and preventing brain atrophy associated with
inflammation (Gu et al., 2017; Teunissen et al., 2003). Consequently, the relationship
between physical exercise and cognition is thought to be mediated by the change in

growth factors and inflammatory markers (Cotman et al., 2007; Nascimento et al., 2014)

1.4.1.1 Neurotrophic Growth Factors and Cognition in
Response to Exercise

Neurotrophic growth factors mediate the effects of exercise on cognitive performance.
Comprehensive reviews have established that BDNF, VEGF, and IGF-1 are the principal
mediating neurotrophic growth factors in the exercise-cognition relationship (Cotman et
al., 2007; El-Sayes et al., 2019). Figure 1.1 describes the model of neurotrophic growth
factor and cognitive outcomes induced by physical exercise. Animal trials have
established divergent exercise modality-dependent relationships for neurotrophic growth
factors and cognitive outcomes. In particular, it is thought that aerobic exercise increases
BDNF concentrations and resistance training upregulates IGF-1 activity, both mediating
improvements of cognitive outcomes (Cassilhas et al., 2012). A meta-analysis by Dinoff
et al. (2016) investigating the effect of exercise on concentrations of BDNF supported
this theory that aerobic and not resistance exercise increased resting systemic BDNF
concentrations in humans. Other RCTs have supported these speculated modality-specific
pathways to improve cognitive outcomes (Cassilhas et al., 2007; Jiang et al., 2020; Tsai
etal., 2019), as well as possible synergistic effects of multimodal exercise interventions
(Annibalini et al., 2017). The effect of exercise on VEGF in cognitive trials in humans
has been studied considerably less than BDNF and IGF-1. In fact, most of the literature
on this relationship has been established through animal trials (Cao et al., 2004; Y .-H.
Ding et al., 2004; Fabel et al., 2003; Lopez-Lopez et al., 2004; Prior et al., 2004) and

results in human trials are variable. A recent systematic review on exercises effects on
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VEGF in older adults describes that four of ten studies found significant increases in
VEGF concentrations post-intervention. The review was limited by the small number of
included studies, and a wide variety of intervention parameters (exercise duration,
frequency, intensity, type) and sample characteristics (Vital et al., 2014). Further research
evaluating the effect of exercise on VEGF to affect cognition is required to delineate this

relationship in humans.

Longitudinal Exercise

\

1 BDNF 1 IGF-1 TVEGF

Gliogenesis Neurogenesis Synaptogenesis Angiogenesis

Structural and Functional
Brain Changes

1 Cognitive Functioning

Figure 1.1 Model of neurotrophic growth factor response and action after longitudinal
exercise
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1.4.2.2 Inflammation and Cognition in Response to Exercise

Longitudinal exercise attenuates inflammation and improves cognition (Gleeson et al.,
2011). Figure 1.2 describes the possible mechanisms in which inflammatory cytokines
mediate cognitive changes after longitudinal exercise. The mechanism driving the anti-
inflammatory response of exercise is largely unknown, but the overall relationship has
been well established. Specifically, recent meta-analyses found that exercise was
associated with significant decreases in IL-6 concentrations in older adults with cognitive
impairments (Stigger et al., 2019) and resistance training was associated with decreases
in CRP and IL-6 concentrations for older adults (Sardeli et al., 2018). Further, multiple
randomized controlled trials (RCTs) have found evidence that longitudinal exercise
reduces inflammation. In particular, concentrations of CRP and IL-6 were reduced by
dance training (Borges et al., 2019), combined aerobic and resistance training (Annibalini
etal., 2017; Balducci et al., 2010), and high-intensity aerobic training, but not low-
intensity aerobic training (Balducci et al., 2010). Other trials found that aerobic and
resistance training interventions both decreased CRP, but not IL-6 concentrations
(Donges et al., 2010) and did not influence CRP or IL-6 concentrations (Libardi et al.,
2012). Cognition, however, was not measured in the aforementioned reviews or RCTs.
Exercise interventions that included the measurement of both cognition and inflammation
found unanimously that CRP decreased while cognitive performance improved. These
RCTs utilized resistance training (Chupel et al., 2017) and aerobic training (Alghadir et
al., 2016).
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Figure 1.2 Model of inflammatory cytokine response and outcomes after longitudinal
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1.5 Overview of Thesis

1.5.1 Study Rationale

The previous sections summarize the literature surrounding cognition and exercise and
explores the how neurotrophic growth factors and inflammation interact with this
relationship. Evidence suggests that exercise may have advantages in ameliorating
cognitive impairment. However, the varying effects of exercise modalities and
subsequent biomarkers involved in this relationship have not been sufficiently explored
in research. Exercise modalities may drive divergent changes at the molecular level (i.e.,
neurotrophic and inflammatory markers), which may describe the changes at the

cognitive level in older adults.
1.5.2 Purpose

The purpose of this thesis was to systematically review the effects of exercise modalities
on neurotrophic factors, inflammation, and cognition, among older adults and to perform

a meta-analysis of the included studies, if feasible.
1.5.3 Hypotheses

It was hypothesized that:

1) The increase in neurotrophic factor and decrease in inflammatory marker

concentrations, as a result of exercise, will be associated with cognitive outcomes.

1.1) Exercise will increase growth factor concentrations, which will be associated with an

improvement in cognition.

1.2) Exercise will decrease inflammatory markers, which will be associated with an

improvement in cognition.

2) Higher baseline concentrations of growth factors and lower baseline concentrations of

inflammatory markers will be associated with improvements in cognitive outcomes.



17

References

Abbott, R., & Lavretsky, H. (2013). Tai Chi and Qigong for the Treatment and
Prevention of Mental Disorders. In Psychiatric Clinics of North America (Vol. 36,
Issue 1, pp. 109-119). NIH Public Access. https://doi.org/10.1016/j.psc.2013.01.011

Aguado, F., Carmona, M. A., Pozas, E., Aguild, A., Martinez-Guijarro, F. J., Alcantara,
S., Borrell, V., Yuste, R., Ibafiez, C. F., & Soriano, E. (2003). BDNF regulates
spontaneous correlated activity at early developmental stages by increasing
synaptogenesis and expression of the K+/Cl- co-transporter KCC2. In Development
(Vol. 130, Issue 7, pp. 1267—-1280). The Company of Biologists Ltd.
https://doi.org/10.1242/dev.00351

Alghadir, A. H., Gabr, S. A., & Al-Eisa, E. S. (2016). Effects of Moderate Aerobic
Exercise on Cognitive Abilities and Redox State Biomarkers in Older Adults.
Oxidative Medicine and Cellular Longevity, 2016, 2545168.
https://doi.org/10.1155/2016/2545168

Alsina, B., Vu, T., & Cohen-Cory, S. (2001). Visualizing synapse formation in arborizing
optic axons in vivo: Dynamics and modulation by BDNF. Nature Neuroscience,
4(11), 1093-1101. https://doi.org/10.1038/nn735

Anderson, J. (2004). Cognitive Psychology and Its Implications (6th ed.). Worth
Publishers.

Annibalini, G., Lucertini, F., Agostini, D., Vallorani, L., Gioacchini, A., Barbieri, E.,
Guescini, M., Casadei, L., Passalia, A., Sal, M. Del, Piccoli, G., Andreani, M.,
Federici, A., & Stocchi, V. (2017). Concurrent Aerobic and Resistance Training
Has Anti-Inflammatory Effects and Increases Both Plasma and Leukocyte Levels of
IGF-1 in Late Middle-Aged Type 2 Diabetic Patients.
https://doi.org/10.1155/2017/3937842

Balducci, S., Zanuso, S., Nicolucci, A., Fernando, F., Cavallo, S., Cardelli, P., Fallucca,
S., Alessi, E., Letizia, C., Jimenez, A., Fallucca, F., & Pugliese, G. (2010). Anti-
inflammatory effect of exercise training in subjects with type 2 diabetes and the
metabolic syndrome is dependent on exercise modalities and independent of weight
loss. Nutrition, Metabolism and Cardiovascular Diseases, 20(8), 608-617.
https://doi.org/10.1016/j.numecd.2009.04.015

Ballantyne, C. M., Hoogeveen, R. C., Bang, H., Coresh, J., Folsom, A. R., Chambless, L.
E., Myerson, M., Wu, K. K., Sharrett, A. R., & Boerwinkle, E. (2005). Lipoprotein-
associated phospholipase A2, high-sensitivity C-reactive protein, and risk for
incident ischemic stroke in middle-aged men and women in the Atherosclerosis Risk
in Communities (ARIC) study. Archives of Internal Medicine, 165(21), 2479-2484.
https://doi.org/10.1001/archinte.165.21.2479



18

Barha, C.K, & Liu-Ambrose, T. (2018). Exercise and the Aging Brain: Considerations for
Sex Differences. Brain Plasticity, 4(1), 53-63.
https://doi.org/http://dx.doi.org/10.3233/BPL-180067

Barha, Cindy K., Davis, J. C., Falck, R. S., Nagamatsu, L. S., & Liu-Ambrose, T. (2017).
Sex differences in exercise efficacy to improve cognition: A systematic review and
meta-analysis of randomized controlled trials in older humans. In Frontiers in
Neuroendocrinology. https://doi.org/10.1016/j.yfrne.2017.04.002

Bathina, S., & Das, U. N. (2015). Brain-derived neurotrophic factor and its clinical
implications. Archives of Medical Science : AMS, 11(6), 1164-1178.
https://doi.org/10.5114/aoms.2015.56342

Benraiss, A., Chmielnicki, E., Lerner, K., Roh, D., & Goldman, S. A. (2001). Adenoviral
brain-derived neurotrophic factor induces both neostriatal and olfactory neuronal
recruitment from endogenous progenitor cells in the adult forebrain. Journal of
Neuroscience, 21(17), 6718-6731. https://doi.org/10.1523/jneurosci.21-17-
06718.2001

Biazus-Sehn, L. F., Schuch, F. B., Firth, J., & Stigger, F. de S. (2020). Effects of physical
exercise on cognitive function of older adults with mild cognitive impairment: A
systematic review and meta-analysis. In Archives of Gerontology and Geriatrics
(Vol. 89, p. 104048). Elsevier Ireland Ltd.
https://doi.org/10.1016/j.archger.2020.104048

Biessels, G. J., & Despa, F. (2018). Cognitive decline and dementia in diabetes mellitus:
mechanisms and clinical implications. In Nature Reviews Endocrinology (Vol. 14,
Issue 10, pp. 591-604). Nature Publishing Group. https://doi.org/10.1038/s41574-
018-0048-7

Binder, D. K., & Scharfman, H. E. (2004). Brain-derived neurotrophic factor. Growth
Factors (Chur, Switzerland), 22(3), 123-131.
https://doi.org/10.1080/08977190410001723308

Borges, L., Passos, M. E. P., Silva, M. B. B., Santos, V. C., Momesso, C. M., Pithon-
Curi, T. C., Gorjéo, R., Gray, S. R,, Lima, K. C. A, Freitas, P. B. de, & Hatanaka, E.
(2019). Dance Training Improves Cytokine Secretion and Viability of Neutrophils in
Diabetic Patients. Mediators of Inflammation, 2019.
https://doi.org/10.1155/2019/2924818

Bradburn, S., Sarginson, J., & Murgatroyd, C. A. (2018). Association of peripheral
interleukin-6 with global cognitive decline in non-demented adults: A meta-analysis
of prospective studies. In Frontiers in Aging Neuroscience (Vol. 9, Issue JAN).
Frontiers Media S.A. https://doi.org/10.3389/fnagi.2017.00438

Bray, C., Bell, L. N., Liang, H., Haykal, R., Kaiksow, F., Mazza, J. J., & Yale, S. H.
(2016). Erythrocyte Sedimentation Rate and C-reactive Protein Measurements and
Their Relevance in Clinical Medicine. WMJ : Official Publication of the State



19

Medical Society of Wisconsin, 115(6), 317-321.
http://www.ncbi.nlm.nih.gov/pubmed/29094869

Cadore, E. L., Rodriguez-Maiias, L., Sinclair, A., & lzquierdo, M. (2013). Effects of
different exercise interventions on risk of falls, gait ability, and balance in physically
frail older adults: A systematic review. In Rejuvenation Research (Vol. 16, Issue 2,
pp. 105-114). Mary Ann Liebert, Inc. 140 Huguenot Street, 3rd Floor New
Rochelle, NY 10801 USA . https://doi.org/10.1089/rej.2012.1397

Campos, C., Rocha, N. B. F., Lattari, E., Paes, F., & Nardi, A. E. (2016). Exercise-
induced neuroprotective effects on neurodegenerative diseases: the key role of
trophic factors. Expert Review of Neurotherapeutics, 16(6), 723-734.
https://doi.org/http://dx.doi.org/10.1080/14737175.2016.1179582

Cao, L., Jiao, X., Zuzga, D. S., Liu, Y., Fong, D. M., Young, D., & During, M. J. (2004).
VEGF links hippocampal activity with neurogenesis, learning and memory. Nature
Genetics, 36(8), 827-835. https://doi.org/10.1038/ng1395

Capuron, L., Schroecksnadel, S., Feart, C., Aubert, A., Higueret, D., Barberger-Gateau,
P., Layeé, S., & Fuchs, D. (2011). Chronic Low-Grade Inflammation in Elderly
Persons Is Associated with Altered Tryptophan and Tyrosine Metabolism: Role in
Neuropsychiatric Symptoms. Biological Psychiatry, 70(2), 175-182.
https://doi.org/10.1016/J.BIOPSYCH.2010.12.006

Carson, M. J., Behringer, R. R., Brinster, R. L., & McMorris, F. A. (1993). Insulin-like
growth factor I increases brain growth and central nervous system myelination in
tTransgenic mice. Neuron, 10(4), 729-740. https://doi.org/10.1016/0896-
6273(93)90173-0

Caspersen, C. J., Powell, K. E., & Christenson, G. M. (1985). Physical activity, exercise,
and physical fitness: definitions and distinctions for health-related research. Public
Health Reports, 100(2), 126. /pmc/articles/PMC1424733/?report=abstract

Cassilhas, R. C., Lee, K. S., Fernandes, J., Oliveira, M. G. M., Tufik, S., Meeusen, R., &
De Mello, M. T. (2012). Spatial memory is improved by aerobic and resistance
exercise through divergent molecular mechanisms. Neuroscience, 202, 309-317.
https://doi.org/10.1016/j.neuroscience.2011.11.029

Cassilhas, R. C., Viana, V. A., Grassman, V., Santos, R. T., Santos, R. F., Tufik, S., &
Mello, M. T. (2007). The Impact of Resistance Exercise on the Cognitive Function
of the Elderly. Medicine & Science in Sports & Exercise, 39(8), 1401-1407.
https://doi.org/10.1249/mss.0b013e318060111f

Chen, F.-T., Hopman, R. J., Huang, C.-J., Chu, C.-H., Hillman, C. H., Hung, T.-M., &
Chang, Y.-K. (2020). The Effect of Exercise Training on Brain Structure and
Function in Older Adults: A Systematic Review Based on Evidence from
Randomized Control Trials. Journal of Clinical Medicine, 9(4), 914.
https://doi.org/10.3390/jcm9040914



20

Cheng, A., Coksaygan, T., Tang, H., Khatri, R., Balice-Gordon, R. J., Rao, M. S., &
Mattson, M. P. (2006). Truncated tyrosine kinase B brain-derived neurotrophic
factor receptor directs cortical neural stem cells to a glial cell fate by a novel
signaling mechanism. Journal of Neurochemistry, 0(0), 070209222715068-77?
https://doi.org/10.1111/j.1471-4159.2006.04337.x

Chesnokova, V., Pechnick, R. N., & Wawrowsky, K. (2016). Chronic peripheral
inflammation, hippocampal neurogenesis, and behavior. In Brain, Behavior, and
Immunity (Vol. 58, pp. 1-8). Academic Press Inc.
https://doi.org/10.1016/j.bbi.2016.01.017

Chupel, M. U., Direito, F., Furtado, G. E., Minuzzi, L. G., Pedrosa, F. M., Colado, J. C.,
Ferreira, J. P., Filaire, E., & Teixeira, A. M. (2017). Strength training decreases
inflammation and increases cognition and physical fitness in older women with
cognitive impairment. Frontiers in Physiology, 8(JUN).
https://doi.org/10.3389/fphys.2017.00377

Corpas, E., Harman, S. M., & Blackman, M. R. (1993). Human Growth Hormone and
Human Aging. Endocrine Reviews, 14(1), 20-39. https://doi.org/10.1210/edrv-14-1-
20

Cotman, C. W., Berchtold, N. C., & Christie, L.-A. (2007). Exercise builds brain health:
key roles of growth factor cascades and inflammation. Trends in Neurosciences,
30(9), 464-472. https://doi.org/10.1016/j.tins.2007.06.011

Cummings, J., Lee, G., Ritter, A., & Zhong, K. (2018). Alzheimer’s disease drug
development pipeline: 2018. Alzheimer’s and Dementia: Translational Research
and Clinical Interventions, 4, 195-214. https://doi.org/10.1016/j.trci.2018.03.009

Ding, Q., Vaynman, S., Akhavan, M., Ying, Z., & Gomez-Pinilla, F. (2006). Insulin-like
growth factor | interfaces with brain-derived neurotrophic factor-mediated synaptic
plasticity to modulate aspects of exercise-induced cognitive function. Neuroscience,
140(3), 823-833. https://doi.org/10.1016/j.neuroscience.2006.02.084

Ding, Y.-H., Luan, X.-D., Li, J., Rafols, J. A., Guthinkonda, M., Diaz, F. G., & Ding, Y.
(2004). Exercise-induced overexpression of angiogenic factors and reduction of
ischemia/reperfusion injury in stroke. Current Neurovascular Research, 1(5), 411-
420.

Dinoff, A., Herrmann, N., Swardfager, W., Liu, C. S., Sherman, C., Chan, S., & Lanctot,
K. L. (2016). The Effect of exercise training on resting concentrations of peripheral
brain-derived neurotrophic factor (BDNF): A meta-analysis. PLoS ONE, 11(9),
€0163037. https://doi.org/10.1371/journal.pone.0163037

Donges, C. E., Duffield, R., & Drinkwater, E. J. (2010). Effects of resistance or aerobic
exercise training on interleukin-6, C-reactive protein, and body composition.
Medicine and Science in Sports and Exercise, 42(2), 304-313.
https://doi.org/10.1249/mss.0b013e3181b117ca



21

El-Sayes, J., Harasym, D., Turco, C. V, Locke, M. B., & Nelson, A. J. (2019). Exercise-
Induced Neuroplasticity: A Mechanistic Model and Prospects for Promoting
Plasticity. The Neuroscientist : A Review Journal Bringing Neurobiology, Neurology
and Psychiatry, 25(1), 65-85. https://doi.org/10.1177/1073858418771538

Elkind, M. S. V., Tai, W., Coates, K., Paik, M. C., & Sacco, R. L. (2006). High-
sensitivity C-reactive protein, lipoprotein-associated phospholipase A2, and
outcome after ischemic stroke. Archives of Internal Medicine, 166(19), 2073-2080.
https://doi.org/10.1001/archinte.166.19.2073

Erickson, K., Voss, M., Prakash, R., Basak, C., Szabo, A., Chaddock, L., Kim, J. S., Heo,
S., Alves, H., White, S. M., Wojcicki, T. R., Mailey, E., Vieira, V. J., Martin, S. A,,
Pence, B. D., Woods, J. A., & McAuley, E. (2011). Exercise training increases size
of hippocampus and improves memory. Proceedings of the National Academy of
Sciences of the United States of America, 108(7), 3017-3022.
https://doi.org/http://dx.doi.org/10.1073/pnas.1015950108

Fabel, K., Fabel, K., Tam, B., Kaufer, D., Baiker, A., Simmons, N., Kuo, C. J., & Palmer,
T. D. (2003). VEGF is necessary for exercise-induced adult hippocampal
neurogenesis. European Journal of Neuroscience, 18(10), 2803-2812.
https://doi.org/10.1111/j.1460-9568.2003.03041.x

Farhang, M., Miranda-Castillo, C., Rubio, M., & Furtado, G. (2019). Impact of mind-
body interventions in older adults with mild cognitive impairment: A systematic
review. In International Psychogeriatrics (Vol. 31, Issue 5, pp. 643-666).
Cambridge University Press. https://doi.org/10.1017/5S1041610218002302

Fiatarone Singh, M. A., Gates, N., Saigal, N., Wilson, G. C., Meiklejohn, J., Brodaty, H.,
Wen, W., Singh, N., Baune, B. T., Suo, C., Baker, M. K., Foroughi, N., Wang, Y.,
Sachdev, P. S., & Valenzuela, M. (2014). The Study of Mental and Resistance
Training (SMART) Study-Resistance Training and/or Cognitive Training in Mild
Cognitive Impairment: A Randomized, Double-Blind, Double-Sham Controlled
Trial. Journal of the American Medical Directors Association, 15(12), 873-880.
https://doi.org/10.1016/j.jamda.2014.09.010

Finney, G. R. (2015). Perceptual-motor dysfunction. In CONTINUUM Lifelong Learning
in Neurology (Vol. 21, Issue 3, pp. 678-689). Lippincott Williams and Wilkins.
https://doi.org/10.1212/01.CON.0000466660.82284.69

Franceschi, C., Bonafé, M., Valensin, S., Olivieri, F., De Luca, M., Ottaviani, E., & De
Benedicts, G. (2006). Inflamm-aging: An Evolutionary Perspective on
Immunosenescence. Annals of the New York Academy of Sciences, 908(1), 244-254.
https://doi.org/10.1111/j.1749-6632.2000.tb06651.x

Gabay, C., & Kushner, 1. (1999). Acute-Phase Proteins and Other Systemic Responses to
Inflammation. New England Journal of Medicine, 340(6), 448-454.
https://doi.org/10.1056/NEJM199902113400607



22

Gates, N., Singh, M. A. F., Sachdev, P. S., & Valenzuela, M. (2013). The effect of
exercise training on cognitive function in older adults with mild cognitive
impairment: A meta-analysis of randomized controlled trials. American Journal of
Geriatric Psychiatry, 21(11), 1086-1097. https://doi.org/10.1016/}.jagp.2013.02.018

Gleeson, M., Bishop, N. C., Stensel, D. J., Lindley, M. R., Mastana, S. S., & Nimmo, M.
A. (2011). The anti-inflammatory effects of exercise: Mechanisms and implications
for the prevention and treatment of disease. In Nature Reviews Immunology (Vol.
11, Issue 9, pp. 607—610). https://doi.org/10.1038/nri3041

Gronke, K., Hernandez, P. P., Zimmermann, J., Klose, C. S. N., Kofoed-Branzk, M.,
Guendel, F., Witkowski, M., Tizian, C., Amann, L., Schumacher, F., Glatt, H.,
Triantafyllopoulou, A., & Diefenbach, A. (2019). Interleukin-22 protects intestinal
stem cells against genotoxic stress. Nature, 566(7743), 249-253.
https://doi.org/10.1038/s41586-019-0899-7

Gu, Y., Vorburger, R., Scarmeas, N., Luchsinger, J. A., Manly, J. J., Schupf, N., Mayeux,
R., & Brickman, A. M. (2017). Circulating inflammatory biomarkers in relation to
brain structural measurements in a non-demented elderly population. Brain,
Behavior, and Immunity, 65, 150-160. https://doi.org/10.1016/j.bbi.2017.04.022

Hara, Y., Waters, E. M., McEwen, B. S., & Morrison, J. H. (2015). Estrogen effects on
cognitive and synaptic health over the lifecourse. Physiological Reviews, 95(3),
785-807. https://doi.org/10.1152/physrev.00036.2014

Harada, C. N., Natelson Love, M. C., & Triebel, K. L. (2013). Normal cognitive aging. In
Clinics in Geriatric Medicine (Vol. 29, Issue 4, pp. 737-752). NIH Public Access.
https://doi.org/10.1016/j.cger.2013.07.002

Harman, D. (2006). Aging: Overview. Annals of the New York Academy of Sciences,
928(1), 1-21. https://doi.org/10.1111/j.1749-6632.2001.tb05631.x

Heneka, M. T., Carson, M. J., Khoury, J. El, Landreth, G. E., Brosseron, F., Feinstein, D.
L., Jacobs, A. H., Wyss-Coray, T., Vitorica, J., Ransohoff, R. M., Herrup, K.,
Frautschy, S. A., Finsen, B., Brown, G. C., Verkhratsky, A., Yamanaka, K.,
Koistinaho, J., Latz, E., Halle, A., ... Kummer, M. P. (2015). Neuroinflammation in
Alzheimer’s disease. In The Lancet Neurology (Vol. 14, Issue 4, pp. 388-405).
Lancet Publishing Group. https://doi.org/10.1016/S1474-4422(15)70016-5

Hillman, C. H., Erickson, K. I., & Kramer, A. F. (2008). Be smart, exercise your heart:
exercise effects on brain and cognition. Nature Reviews. Neuroscience, 9(1), 58-65.
https://doi.org/10.1038/nrn2298

Hoeben, A., Landuyt, B., Highley, M. S., Wildiers, H., Van Oosterom, A. T., & De
Bruijn, E. A. (2004). Vascular endothelial growth factor and angiogenesis.
Pharmacological Reviews, 56(4), 549-580. https://doi.org/10.1124/pr.56.4.3

Howley, E. (2001). Type of activity: resistance, aerobic and leisure versus occupational



23

physical activity. Medicine and Science in Sports and Exercise, 33(6 Suppl).
https://doi.org/10.1097/00005768-200106001-00005

Hua, X., Hibar, D. P., Lee, S., Toga, A. W., Jack, C. R., Weiner, M. W., & Thompson, P.
M. (2010). Sex and age differences in atrophic rates: An ADNI study with n=1368
MRI scans. Neurobiology of Aging, 31(8), 1463-1480.
https://doi.org/10.1016/j.neurobiolaging.2010.04.033

Huang, Y., Yun, W., Zhang, M., Luo, W., & Zhou, X. (2018). Serum concentration and
clinical significance of brain-derived neurotrophic factor in patients with
Parkinson’s disease or essential tremor. The Journal of International Medical
Research, 46(4), 1477-1485. https://doi.org/10.1177/0300060517748843

Hunt, A. W., Turner, G. R., Polatajko, H., Bottari, C., & Dawson, D. R. (2013).
Executive function, self-regulation and attribution in acquired brain injury: A
scoping review. Centres on Health and Aging, 23(6), 914-932.
https://doi.org/10.1080/09602011.2013.835739

Ince, P. G. (2001). Pathological correlates of late-onset dementia in a multicentre,
community-based population in England and Wales. Lancet, 357(9251), 169-175.
https://doi.org/10.1016/S0140-6736(00)03589-3

Jiang, Q., Lou, K., Hou, L., Lu, Y., Sun, L., Tan, S. C., Low, T. Y., Kord-Varkaneh, H.,
& Pang, S. (2020). The effect of resistance training on serum insulin-like growth
factor 1(IGF-1): A systematic review and meta-analysis. In Complementary
Therapies in Medicine (Vol. 50, p. 102360). Churchill Livingstone.
https://doi.org/10.1016/j.ctim.2020.102360

Jin, K., Zhu, Y., Sun, Y., Mao, X. O., Xie, L., & Greenberg, D. A. (2002). Vascular
endothelial growth factor (VEGF) stimulates neurogenesis in vitro and in vivo.
Proceedings of the National Academy of Sciences, 99(18), 11946-11950.
https://doi.org/10.1073/pnas.182296499

Kazdin, A. E., Major, B., Cozzarelli, C., Mardi, A., Horowitz, J., Europaea, A., Colyer, P.
J., Fuchs, L. S., Shapiro, E. S., Stoiber, K. C., Waldo, C. R., Coates, T. J., Grove, W.
M., Personality, A., Shaffer, H. J., Checklist, A., Gough Adler, H. G., Alan, A.,
Stewart, E., ... Nelson, E. L. (2000). Encyclopedia of Psychology. American
Psychological Association. https://www.apa.org/pubs/books/4600100-terms2.pdf

Kelly, M. E., Loughrey, D., Lawlor, B. A., Robertson, I. H., Walsh, C., & Brennan, S.
(2014). The impact of exercise on the cognitive functioning of healthy older adults:
A systematic review and meta-analysis. In Ageing Research Reviews (Vol. 16, Issue
1, pp. 12-31). Elsevier Ireland Ltd. https://doi.org/10.1016/j.arr.2014.05.002

Kermani, P., & Hempstead, B. (2007). Brain-Derived Neurotrophic Factor: A Newly
Described Mediator of Angiogenesis. In Trends in Cardiovascular Medicine (Vol.
17, Issue 4, pp. 140-143). NIH Public Access.
https://doi.org/10.1016/j.tcm.2007.03.002



24

Kohman, R. A., & Rhodes, J. S. (2013). Neurogenesis, inflammation and behavior.
Brain, Behavior, and Immunity, 27(1), 22-32.
https://doi.org/10.1016/j.bbi.2012.09.003

Krabbe, K. S., Pedersen, M., & Bruunsgaard, H. (2004). Inflammatory mediators in the
elderly. In Experimental Gerontology (Vol. 39, Issue 5, pp. 687-699). Elsevier Inc.
https://doi.org/10.1016/j.exger.2004.01.009

Krupinski, J., Kaluza, J., Kumar, P., Kumar, S., & Wang, J. M. (1994). Role of
angiogenesis in patients with cerebral ischemic stroke. Stroke, 25(9), 1794-1798.
https://doi.org/10.1161/01.STR.25.9.1794

Kueper, J. K., Speechley, M., & Montero-Odasso, M. (2018). The Alzheimer’s Disease
Assessment Scale-Cognitive Subscale (ADAS-Cog): Modifications and
Responsiveness in Pre-Dementia Populations. A Narrative Review. Journal of
Alzheimer’s Disease, 63, 423444, https://doi.org/10.3233/JAD-170991

Kuo, H.-K., Yen, C.-J., Chang, C.-H., Kuo, C.-K., Chen, J.-H., & Sorond, F. (2005).
Relation of C-reactive protein to stroke, cognitive disorders, and depression in the
general population: systematic review and meta-analysis. The Lancet Neurology,
4(6), 371-380. https://doi.org/https://doi.org/10.1016/S1474-4422(05)70099-5

Kwon, H. S., Kim, Y. S., Park, H. H., Choi, H., Lee, K. Y., Lee, Y. J., Heo, S. H., Chang,
D. Il, & Koh, S. H. (2015). Increased VEGF and decreased SDF-1a in patients with
silent brain infarction are associated with better prognosis after first-ever acute
lacunar stroke. Journal of Stroke and Cerebrovascular Diseases, 24(3), 704-710.
https://doi.org/10.1016/j.jstrokecerebrovasdis.2014.11.021

Langa, K. M., & Levine, D. A. (2014). The diagnosis and management of mild cognitive
impairment: A clinical review. In JAMA - Journal of the American Medical
Association (Vol. 312, Issue 23, pp. 2551-2561). American Medical Association.
https://doi.org/10.1001/jama.2014.13806

Laske, C., Stransky, E., Leyhe, T., Eschweiler, G. W., Wittorf, A., Richartz, E., Bartels,
M., Buchkremer, G., & Schott, K. (2006). Stage-dependent BDNF serum
concentrations in Alzheimer’s disease. Journal of Neural Transmission, 113(9),
1217-1224. https://doi.org/10.1007/s00702-005-0397-y

Le Roith, D., Bondy, C., Yakar, S., Liu, J. L., & Butler, A. (2001). The somatomedin
hypothesis: 2001. In Endocrine Reviews (Vol. 22, Issue 1, pp. 53-74). Endocrine
Society. https://doi.org/10.1210/edrv.22.1.0419

Lee, S.C., Lee, K. Y., Kim, Y. J., Kim, S. H., Koh, S. H., & Lee, Y. J. (2010). Serum
VEGF levels in acute ischaemic strokes are correlated with long-term prognosis.
European Journal of Neurology, 17(1), 45-51. https://doi.org/10.1111/j.1468-
1331.2009.02731.x

Libardi, C. A., De Souza, G. V., Cavaglieri, C. R., Madruga, V. A., & Chacon-Mikahil,



25

M. P. T. (2012). Effect of resistance, endurance, and concurrent training on TNF-a,
IL-6, and CRP. Medicine and Science in Sports and Exercise, 44(1), 50-56.
https://doi.org/10.1249/MSS.0b013e318229d2e9

Licht, T., Goshen, I., Avital, A., Kreisel, T., Zubedat, S., Eavri, R., Segal, M., Yirmiya,
R., & Keshet, E. (2011). Reversible modulations of neuronal plasticity by VEGF.
Proceedings of the National Academy of Sciences of the United States of America,
108(12), 5081-5086. https://doi.org/10.1073/pnas.1007640108

Lin, K. A., & Doraiswamy, P. M. (2015). When Mars Versus Venus is Not a Cliché”:
Gender Differences in the Neurobiology of Alzheimer's Disease. Frontiers in
Neurology, 5. https://doi.org/10.3389/fneur.2014.00288

Llorens-Martin, M., Torres-Aleman, I., & Trejo, J. L. (2009). Reviews: Mechanisms
Mediating Brain Plasticity: IGF1 and Adult Hippocampal Neurogenesis. The
Neuroscientist, 15(2), 134-148. https://doi.org/10.1177/1073858408331371

Lopez-Lopez, C., LeRoith, D., & Torres-Aleman, 1. (2004). Insulin-like growth factor I is
required for vessel modeling in the adult brain. Proceedings of the National
Academy of Sciences of the United States of America, 101(26), 9833-9838.
https://doi.org/10.1073/pnas.0400337101

Lopez-Otin, C., Blasco, M. A., Partridge, L., Serrano, M., & Kroemer, G. (2013). The
hallmarks of aging. In Cell (Vol. 153, Issue 6, p. 1194). Cell Press.
https://doi.org/10.1016/j.cell.2013.05.039

Lowe, W. L., Lasky, S. R., LeRoith, D., & Roberts, C. T. (1988). Distribution and
Regulation of Rat Insulin-Like Growth Factor | Messenger Ribonucleic Acids
Encoding Alternative Carboxyterminal E-Peptides: Evidence for Differential
Processing and Regulation in Liver. Molecular Endocrinology, 2(6), 528-535.
https://doi.org/10.1210/mend-2-6-528

Lu, B., Nagappan, G., & Lu, Y. (2014). BDNF and Synaptic Plasticity, Cognitive
Function, and Dysfunction (pp. 223-250). https://doi.org/10.1007/978-3-642-45106-
59

Maggio, M., Dall’Aglio, E., Lauretani, F., Cattabiani, C., Ceresini, G., Caffarra, P.,
Valenti, G., Volpi, R., Vignali, A., Schiavi, G., & Ceda, G. P. (2012). The hormonal
pathway to cognitive impairment in older men. The Journal of Nutrition, Health &
Aging, 16(1), 40-54. http://www.ncbi.nlm.nih.gov/pubmed/22238001

Mavrodaris, A., Powell, J., & Thorogood, M. (2013). Prevalences of dementia and
cognitive impairment among older people in sub-Saharan Africa: a systematic
review. Bulletin of the World Health Organization, 91(10), 773-783.
https://doi.org/10.2471/blt.13.118422

Michaud, M., Balardy, L., Moulis, G., Gaudin, C., Peyrot, C., Vellas, B., Cesari, M., &
Nourhashemi, F. (2013). Proinflammatory cytokines, aging, and age-related



26

diseases. In Journal of the American Medical Directors Association (\Vol. 14, Issue
12, pp. 877-882). Elsevier Inc. https://doi.org/10.1016/j.jamda.2013.05.009

Misiak, B., Stanczykiewicz, B., Kotowicz, K., Rybakowski, J. K., Samochowiec, J., &
Frydecka, D. (2018). Cytokines and C-reactive protein alterations with respect to
cognitive impairment in schizophrenia and bipolar disorder: A systematic review.
Schizophrenia Research, 192, 16-29. https://doi.org/10.1016/j.schres.2017.04.015

Montero-Odasso, M., Almeida, Q., Camicioli, R., Li, K., Liu-Ambrose, T., Middleton,
L., & Bherer, L. (2018). PRELIMINARY RESULTS FROM THE SYNERGIC
TRIAL: A MULTIMODAL INTERVENTION FOR MILD COGNITIVE
IMPAIRMENT. Innovation in Aging, 2(suppl_1), 439-440.
https://doi.org/10.1093/geroni/igy023.1646

Mooventhan, A., & Nivethitha, L. (2017). Evidence based effects of yoga practice on
various health related problems of elderly people: A review. Journal of Bodywork
and Movement Therapies, 21(4), 1028-1032.
https://doi.org/10.1016/j.jbmt.2017.01.004

Morland, C., Andersson, K. A., Haugen, @. P., Hadzic, A., Kleppa, L., Gille, A.,
Rinholm, J. E., Palibrk, V., Diget, E. H., Kennedy, L. H., Stglen, T., Hennestad, E.,
Moldestad, O., Cai, Y., Puchades, M., Offermanns, S., Vervaeke, K., Bjaras, M.,
Wisleff, U., ... Bergersen, L. H. (2017). Exercise induces cerebral VEGF and
angiogenesis via the lactate receptor HCAR1. Nature Communications, 8(1), 1-9.
https://doi.org/10.1038/ncomms15557

Morrison-Bogorad, M., Cahan, V., & Wagster, M. V. (2007). Brain health interventions:
The need for further research. Alzheimer’s and Dementia, 3(2 SUPPL.).
https://doi.org/10.1016/j.jalz.2007.01.015

Mosconi, L., Berti, V., Quinn, C., McHugh, P., Petrongolo, G., Varsavsky, I., Osorio, R.
S., Pupi, A., Vallabhajosula, S., Isaacson, R. S., De Leon, M. J., & Brinton, R. D.
(2017). Sex differences in Alzheimer risk. Neurology, 89(13), 1382—-1390.
https://doi.org/10.1212/WNL.0000000000004425

Murman, D. L. (2015). The Impact of Age on Cognition. Seminars in Hearing, 36(3),
111-121. https://doi.org/10.1055/s-0035-1555115

Nascimento, C. M. C., Pereira, J. R., de Andrade, L. P., Garuffi, M., Talib, L. L.,
Forlenza, O. V., Cancela, J. M., Cominetti, M. R., & Stella, F. (2014). Physical
exercise in MCI elderly promotes reduction of pro-inflammatory cytokines and
improvements on cognition and BDNF peripheral levels. Current Alzheimer
Research, 11(8), 799-805.

Ng, T.K.S.,Ho, C. S. H., Tam, W. W. S., Kua, E. H., & Ho, R. C. M. (2019). Decreased
serum brain-derived neurotrophic factor (BDNF) levels in patients with Alzheimer’s
disease (AD): A systematic review and meta-analysis. In International Journal of
Molecular Sciences (Vol. 20, Issue 2). MDPI AG.



27

https://doi.org/10.3390/ijms20020257

Nicklas, B. J., & Brinkley, T. E. (2009). Exercise training as a treatment for chronic
inflammation in the elderly. In Exercise and Sport Sciences Reviews (Vol. 37, Issue
4, pp. 165-170). NIH Public Access.
https://doi.org/10.1097/JES.0b013e3181b7b3d9

Northey, J. M., Cherbuin, N., Pumpa, K. L., Smee, D. J., & Rattray, B. (2018). Exercise
interventions for cognitive function in adults older than 50: A systematic review
with meta-Analysis. In British Journal of Sports Medicine (Vol. 52, Issue 3, pp.
154-160). BMJ Publishing Group. https://doi.org/10.1136/bjsports-2016-096587

Ohman, H., Savikko, N., Strandberg, T. E., & Pitkald, K. H. (2014). Effect of Physical
Exercise on Cognitive Performance in Older Adults with Mild Cognitive
Impairment or Dementia: A Systematic Review. Dementia and Geriatric Cognitive
Disorders, 38(5-6), 347-365. https://doi.org/10.1159/000365388

Ohzato, H., Yoshizaki, K., Nishimoto, N., Ogata, A., Tagoh, H., Monden, M., Gotoh, M.,
Kishimoto, T., & Mori, T. (1992). Interleukin-6 as a new indicator of inflammatory
status: detection of serum levels of interleukin-6 and C-reactive protein after
surgery. Surgery, 111(2), 201-209.

Page, P. (2012). Current concepts in muscle stretching for exercise and rehabilitation.
International Journal of Sports Physical Therapy, 7(1), 109-119.
http://www.ncbi.nlm.nih.gov/pubmed/22319684

Pedersen, B. K., & Febbraio, M. A. (2008). Muscle as an endocrine organ: Focus on
muscle-derived interleukin-6. In Physiological Reviews (Vol. 88, Issue 4, pp. 1379—
1406). American Physiological Society. https://doi.org/10.1152/physrev.90100.2007

Pencea, V., Bingaman, K. D., Wiegand, S. J., & Luskin, M. B. (2001). Infusion of brain-
derived neurotrophic factor into the lateral ventricle of the adult rat leads to new
neurons in the parenchyma of the striatum, septum, thalamus, and hypothalamus.
Journal of Neuroscience, 21(17), 6706-6717. https://doi.org/10.1523/jneurosci.21-
17-06706.2001

Penzer, F., Duchateau, J., & Baudry, S. (2015). Effects of short-term training combining
strength and balance exercises on maximal strength and upright standing steadiness
in elderly adults. Experimental Gerontology, 61, 38-46.
https://doi.org/10.1016/j.exger.2014.11.013

Pepys, M. B., & Hirschfield, G. M. (2003). C-reactive protein: a critical update. The
Journal of Clinical Investigation, 111(12), 1805-1812.
https://doi.org/10.1172/JC118921

Plowman, S., & Smith, D. (2008). Exercise Physiology for Health, Fitness, and
Performance - Sharon Plowman, Denise Smith - Google Books (2nd ed.). Lippincott
Williams & Wilkins.



28

https://books.google.ca/books?id=fYiqixSbhEAC&pg=PT61&redir_esc=y#v=onepa
ge&q&f=false

Prior, B. M., Yang, H. T., & Terjung, R. L. (2004). What makes vessels grow with
exercise training? In Journal of Applied Physiology (Vol. 97, Issue 3, pp. 1119—
1128). American Physiological Society.
https://doi.org/10.1152/japplphysiol.00035.2004

Raab, S., Beck, H., Gaumann, A., Yice, A., Gerber, H.-P., Plate, K., Hammes, H.-P.,
Ferrara, N., & Breier, G. (2004). Impaired brain angiogenesis and neuronal
apoptosis induced by conditional homozygous inactivation of vascular endothelial
growth factor. Thrombosis and Haemostasis, 91(3), 595-605.
https://doi.org/10.1160/TH03-09-0582

Ramlan, R. (2018). The Correlation between Language Acquisition and Language
Planning. Budapest International Research and Critics Institute (BIRCI-Journal) :
Humanities and Social Sciences, 1(1), 20-26. https://doi.org/10.33258/birci.v1il.3

Rea, I. M., Gibson, D. S., McGilligan, V., McNerlan, S. E., Denis Alexander, H., & Ross,
0. A. (2018). Age and age-related diseases: Role of inflammation triggers and
cytokines. In Frontiers in Immunology (Vol. 9, Issue APR). Frontiers Media S.A.
https://doi.org/10.3389/fimmu.2018.00586

Riedel, B. C., Thompson, P. M., & Brinton, R. D. (2016). Age, APOE and sex: Triad of
risk of Alzheimer’s disease. In Journal of Steroid Biochemistry and Molecular
Biology (Vol. 160, pp. 134-147). Elsevier Ltd.
https://doi.org/10.1016/j.jsbmb.2016.03.012

Roberts, R., & Knopman, D. S. (2013). Classification and epidemiology of MCI. In
Clinics in Geriatric Medicine (Vol. 29, Issue 4, pp. 753-772). NIH Public Access.
https://doi.org/10.1016/j.cger.2013.07.003

Rocca, W. A., Bower, J. H., Maraganore, D. M., Ahlskog, J. E., Grossardt, B. R., De
Andrade, M., & Melton, L. J. (2007). Increased risk of cognitive impairment or
dementia in women who underwent oophorectomy before menopause. Neurology,
69(11), 1074-1083. https://doi.org/10.1212/01.wnl.0000276984.19542.e6

Roman-Caballero, R., Arnedo, M., Trivifio, M., & Lupiéafiez, J. (2018). Musical practice
as an enhancer of cognitive function in healthy aging - A systematic review and
meta-analysis. PLoS ONE, 13(11). https://doi.org/10.1371/journal.pone.0207957

Rosen, W. G., Mohs, R. C., & Davis, K. L. (1984). A new rating scale for Alzheimer’s
disease. American Journal of Psychiatry, 141(11 (1356-1364),).
https://doi.org/10.1176/ajp.141.11.1356

Rosenberg, S. J., Ryan, J. J., & Prifitera, A. (1984). Rey auditory-verbal learning test
performance of patients with and without memory impairment. Journal of Clinical
Psychology, 40(3), 785-787. https://doi.org/10.1002/1097-



29

4679(198405)40:3<785::AID-JCLP2270400325>3.0.CO;2-4

Roskoski, R. (2007). Vascular endothelial growth factor (VEGF) signaling in tumor
progression. Critical Reviews in Oncology/Hematology, 62(3), 179-213.
https://doi.org/10.1016/j.critrevonc.2007.01.006

Sachdev, P. S., Blacker, D., Blazer, D. G., Ganguli, M., Jeste, D. V., Paulsen, J. S., &
Petersen, R. C. (2014). Classifying neurocognitive disorders: The DSM-5 approach.
In Nature Reviews Neurology (Vol. 10, Issue 11, pp. 634-642). Nature Publishing
Group. https://doi.org/10.1038/nrneurol.2014.181

Salthouse, T. A. (2010). Selective review of cognitive aging. In Journal of the
International Neuropsychological Society (Vol. 16, Issue 5, pp. 754—-760).
Cambridge University Press. https://doi.org/10.1017/S1355617710000706

Sanchez, A., Wadhwani, S., & Grammas, P. (2010). Multiple neurotrophic effects of
VEGF on cultured neurons. Neuropeptides, 44(4), 323-331.
https://doi.org/10.1016/J.NPEP.2010.04.002

Sardeli, A. V., Tomeleri, C. M., Cyrino, E. S., Fernhall, B., Cavaglieri, C. R., & Chacon-
Mikahil, M. P. T. (2018). Effect of resistance training on inflammatory markers of
older adults: A meta-analysis. In Experimental Gerontology (Vol. 111, pp. 188—
196). Elsevier Inc. https://doi.org/10.1016/j.exger.2018.07.021

Scheller, J., Chalaris, A., Schmidt-Arras, D., & Rose-John, S. (2011). The pro- and anti-
inflammatory properties of the cytokine interleukin-6. Biochimica et Biophysica
Acta (BBA) - Molecular Cell Research, 1813(5), 878-888.
https://doi.org/10.1016/j.bbamcr.2011.01.034

Scheyer, O., Rahman, A., Hristov, H., Berkowitz, C., Isaacson, R. S., Diaz Brinton, R., &
Mosconi, L. (2018). Female Sex and Alzheimer’s Risk: The Menopause Connection.
The Journal of Prevention of Alzheimer’s Disease, 5(4), 225-230.
https://doi.org/10.14283/jpad.2018.34

Sheehan, B. (2012). Assessment scales in dementia. Therapeutic Advances in
Neurological Disorders, 5(6), 349-358. https://doi.org/10.1177/1756285612455733

Shekelle, P. G., Maglione, M. A., Mojica, W., Morton, S. C., Booth, M., Tu, W., Roth,
E., Hilton, L., Rhodes, S., Wu, S.-Y., Rubenstein, L., Etnyre, G., Mead, D., & Lapin,
P. (2003). Exercise Programs for Older Adults: A Systematic Review and Meta-
analysis. https://www.rand.org/pubs/reprints/RP1257.html

Shetty, A. K., Hattiangady, B., & Shetty, G. A. (2005). Stem/progenitor cell proliferation
factors FGF-2, IGF-1, and VEGF exhibit early decline during the course of aging in
the hippocampus: Role of astrocytes. GLIA, 51(3), 173-186.
https://doi.org/10.1002/glia.20187

Shimada, H., Uchiyama, Y., & Kakurai, S. (2003). Specific effects of balance and gait



30

exercises on physical function among the frail elderly. Clinical Rehabilitation,
17(5), 472-479. https://doi.org/10.1191/0269215503cr6380a

Skinner, J., Carvalho, J. O., Potter, G. G., Thames, A., Zelinski, E., Crane, P. K., &
Gibbons, L. E. (2012). The Alzheimer’s Disease Assessment Scale-Cognitive-Plus
(ADAS-Cog-Plus): an expansion of the ADAS-Cog to improve responsiveness in
MCI. Brain Imaging and Behavior, 6(4), 489-501. https://doi.org/10.1007/s11682-
012-9166-3

Sonntag, W. E., Ramsey, M., & Carter, C. S. (2005). Growth hormone and insulin-like
growth factor-1 (IGF-1) and their influence on cognitive aging. Ageing Research
Reviews, 4(2), 195-212. https://doi.org/10.1016/j.arr.2005.02.001

Stern, Y. (2009). Cognitive reserve. In Neuropsychologia (Vol. 47, Issue 10, pp. 2015—
2028). NIH Public Access. https://doi.org/10.1016/j.neuropsychologia.2009.03.004

Stigger, F. S., Zago Marcolino, M. A., Portela, K. M., & Plentz, R. D. M. (2019). Effects
of Exercise on Inflammatory, Oxidative, and Neurotrophic Biomarkers on
Cognitively Impaired Individuals Diagnosed With Dementia or Mild Cognitive
Impairment: A Systematic Review and Meta-Analysis. The Journals of
Gerontology. Series A, Biological Sciences and Medical Sciences, 74(5), 616-624.
https://doi.org/10.1093/gerona/gly173

Strauss, E., Sherman, E. M., & Spreen, O. (2006). A Compendium of
Neuropsychological Tests: Administration, Norms, and Commentary. In Oxford
University Press. Oxford University Press.
https://books.google.ca/books?hl=en&Ir=&id=jQ7n4QVw7-
0C&oi=fnd&pg=PR11&dqg=Strauss,+E.%3B+Sherman,+E.%3B+Spreen,+0.,+edito
rs.+A+compendium+of+neuropsychological+test,+administration,+norms,+and+co
mmentary.+3rd.+Oxford:+University+Press%3B+2006.&0ts=F79WOFP

Sun, Y., Jin, K., Xie, L., Childs, J., Mao, X. O., Logvinova, A., & Greenberg, D. A.
(2003). VEGF-induced neuroprotection, neurogenesis, and angiogenesis after focal
cerebral ischemia. The Journal of Clinical Investigation, 111(12), 1843-1851.
https://doi.org/10.1172/JCI17977

Suzuki, T., Shimada, H., Makizako, H., Doi, T., Yoshida, D., Ito, K., Shimokata, H.,
Washimi, Y., Endo, H., & Kato, T. (2013). A randomized controlled trial of
multicomponent exercise in older adults with mild cognitive impairment. PloS One,
8(4), 61483. https://doi.org/10.1371/journal.pone.0061483

Tang, K., Xia, F. C., Wagner, P. D., & Breen, E. C. (2010). Exercise-induced VEGF
transcriptional activation in brain, lung and skeletal muscle. Respiratory Physiology
and Neurobiology, 170(1), 16—-22. https://doi.org/10.1016/j.resp.2009.10.007

Tavares-Junior, J. W. L., de Souza, A. C. C., Alves, G. S., Bonfadini, J. de C., Siqueira-
Neto, J. I., & Braga-Neto, P. (2019). Cognitive Assessment Tools for Screening
Older Adults With Low Levels of Education: A Critical Review. In Frontiers in



31

Psychiatry (Vol. 10). Frontiers Media S.A. https://doi.org/10.3389/fpsyt.2019.00878

Tegeler, C., O’Sullivan, J. L., Bucholtz, N., Goldeck, D., Pawelec, G., Steinhagen-
Thiessen, E., & Demuth, I. (2016). The inflammatory markers CRP, IL-6, and IL-10
are associated with cognitive function—data from the Berlin Aging Study 1.
Neurobiology of Aging, 38, 112-117.
https://doi.org/10.1016/j.neurobiolaging.2015.10.039

Teunissen, C. E., van Boxtel, M. P. J., Bosma, H., Bosmans, E., Delanghe, J., De Bruijn,
C., Wauters, A., Maes, M., Jolles, J., Steinbusch, H. W. M., & de Vente, J. (2003).
Inflammation markers in relation to cognition in a healthy aging population. Journal
of Neuroimmunology, 134(1-2), 142-150.

Toots, A., Littbrand, H., Bostrom, G., Hornsten, C., Holmberg, H., Lillemor, L. O.,
Lindel6f, N., Nordstrom, P., Gustafson, Y., & Rosendahl, E. (2017). Effects of
exercise on cognitive function in older people with dementia: A randomized
controlled trial. Journal of Alzheimer’s Disease, 60(1), 323-332.
https://doi.org/10.3233/JAD-170014

Trejo, J. 1., Piriz, J., Llorens-Martin, M. V., Fernandez, A. M., Bol6s, M., LeRoith, D.,
Nufiez, A., & Torres-Aleman, 1. (2007). Central actions of liver-derived insulin-like
growth factor I underlying its pro-cognitive effects. Molecular Psychiatry, 12(12),
1118-1128. https://doi.org/10.1038/sj.mp.4002076

Trollor, J. N., Smith, E., Agars, E., Kuan, S. A., Baune, B. T., Campbell, L., Samaras, K.,
Crawford, J., Lux, O., Kochan, N. A., Brodaty, H., & Sachdev, P. (2012). The
association between systemic inflammation and cognitive performance in the
elderly: the Sydney Memory and Ageing Study. AGE, 34(5), 1295-1308.
https://doi.org/10.1007/s11357-011-9301-x

Tsai, C.-L., Pai, M.-C., Ukropec, J., & Ukropcova, B. (2019). Distinctive Effects of
Aerobic and Resistance Exercise Modes on Neurocognitive and Biochemical
Changes in Individuals with Mild Cognitive Impairment. Current Alzheimer
Research, 16(4), 316-332. https://doi.org/10.2174/1567205016666190228125429

Uffelen, J. G. Z. van, Chin A Paw, M. J. M., Hopman-Rock, M., & Mechelen, W. van.
(2008). The Effects of Exercise on Cognition in Older Adults With and Without
Cognitive Decline: A Systematic Review. Clinical Journal of Sport Medicine, 18(6),
486-500. https://doi.org/10.1097/JSM.0b013e3181845f0b

Vital, T. M., Stein, A. M., Coelho, F. G. de M., Arantes, F. J., Teodorov, E., & Santos-
Galdurdz, R. F. (2014). Physical exercise and vascular endothelial growth factor
(VEGF) in elderly: A systematic review. Archives of Gerontology and Geriatrics,
59(2), 234-239. https://doi.org/10.1016/j.archger.2014.04.011

Watanabe, T., Miyazaki, A., Katagiri, T., Yamamoto, H., Idei, T., & Iguchi, T. (2005).
Relationship Between Serum Insulin-Like Growth Factor-1 Levels and Alzheimer’s
Disease and Vascular Dementia. Journal of the American Geriatrics Society, 53(10),



32

1748-1753. https://doi.org/10.1111/].1532-5415.2005.53524.x

Wechsler, D. (1981). Wechsler adult intelligence scale-revised (WAIS-R). Psychological
Corporation.

Weinstein, G., Beiser, A. S., Choi, S. H., Preis, S. R., Chen, T. C., Vorgas, D., Au, R.,
Pikula, A., Wolf, P. A., DeStefano, A. L., Vasan, R. S., & Seshadri, S. (2014).
Serum Brain-Derived Neurotrophic Factor and the Risk for Dementia. JAMA
Neurology, 71(1), 55. https://doi.org/10.1001/jamaneurol.2013.4781

Wichmann, M. A., Cruickshanks, K. J., Carlsson, C. M., Chappell, R., Fischer, M. E.,
Klein, B. E. K., Klein, R., Tsai, M. Y., & Schubert, C. R. (2014). Long-term
systemic inflammation and cognitive impairment in a population-based cohort.
Journal of the American Geriatrics Society, 62(9), 1683-1691.
https://doi.org/10.1111/jgs.12994

Wilson, R. S., Scherr, P. A., Schneider, J. A., Tang, Y., & Bennett, D. A. (2007).
Relation of cognitive activity to risk of developing Alzheimer disease. Neurology,
69(20), 1911-1920. https://doi.org/10.1212/01.wnl.0000271087.67782.cb

Woodford, H. J., & George, J. (2007). Cognitive assessment in the elderly: a review of
clinical methods. International Journal of Medicine, 100, 469-484.
https://doi.org/10.1093/qjmed/hcm051

Yaffe, K., Lindquist, K., Penninx, B. W., Simonsick, E. M., Pahor, M., Kritchevsky, S.,
Launer, L., Kuller, L., Rubin, S., & Harris, T. (2003). Inflammatory markers and
cognition in well-functioning African-American and white elders. Neurology, 61(1),
76-80. https://doi.org/10.1212/01.WNL.0000073620.42047.D7

Zheng, G., Xia, R., Zhou, W., Tao, J., & Chen, L. (2016). Aerobic exercise ameliorates
cognitive function in older adults with mild cognitive impairment: A systematic
review and meta-analysis of randomised controlled trials. In British Journal of
Sports Medicine (Vol. 50, Issue 23, pp. 1443-1450). BMJ Publishing Group.
https://doi.org/10.1136/bjsports-2015-095699

Zhu, Y., Zhong, Q., Ji, J., Ma, J., Wu, H., Gao, Y., Ali, N., & Wang, T. (2020). Effects of
Aerobic Dance on Cognition in Older Adults with Mild Cognitive Impairment: A
Systematic Review and Meta-Analysis. Journal of Alzheimer’s Disease, T4(2), 679—
690. https://doi.org/10.3233/JAD-190681

Zuccato, C., & Cattaneo, E. (2009). Brain-derived neurotrophic factor in
neurodegenerative diseases. Nature Reviews Neurology, 5(6), 311-322.
https://doi.org/10.1038/nrneurol.2009.54



33

Chapter 2

2 The Role of Physical Exercise in Modulating
Peripheral Inflammatory and Neurotrophic
Biomarkers in Older Adults: A Systematic Review
and Meta-Analysis

Co-Authorship Statement: Josh Titus: Conceptualization, Methodology, Formal
Analysis, Investigation, Data Curation, Writing- Original Draft Publication, All Drafts
Manuscript; Completed 75-80% of the Total Work; Nick W Bray: Conceptualization,
Methodology, Validation, Investigation, Data Curation; Nellie Kamkar: Methodology,
Formal Analysis, Investigation, Writing- Review & Editing, Visualization; Richard
Camicioli: Conceptualization, Validation, Writing-Review & Editing, Supervision;
Lindsay S. Nagamatsu: Writing- Review & Editing; Mark Speechley: Writing- Review
& Editing; Manuel Montero-Odasso: Conceptualization, Methodology, Validation,

Obtaining Funding, Resources, Writing- Review & Editing, Supervision.
Publication Status: Published

Titus, J., Bray, N. W., Kamkar, N., Camicioli, R., Nagamatsu, L. S., Speechley, M., &
Montero-Odasso, M. (2021). The role of physical exercise in modulating
peripheral inflammatory and neurotrophic biomarkers in older adults: A
systematic review and meta-analysis. Mechanisms of Ageing and Development,
111431. https://doi.org/10.1016/j.mad.2021.111431

Physical exercise has been shown to prevent age-related cognitive decline, and has even
led to significant cognition improvement in older adults (Ahlskog et al., 2011; Bherer and
Erickson, 2013; Groot et al., 2016; Hess et al., 2014; Ohman et al., 2014). The underlying
mechanisms for these improvements are unknown but emerging evidence shows that
physical exercise increases neurotrophic factors (which consist of a family of molecules
that support the growth and survival of neurons). Conversely, concentrations of
inflammatory cytokines (which impair signal transduction of neurons) are significantly

decreased following physical exercise, suggesting that exercise may have a mechanistic
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role in promoting cognitive improvement (Cotman et al., 2007). It is hypothesised that
these changes stimulate a physiological cascade that promotes angiogenesis, gliogenesis,
neurogenesis, and synaptogenesis, while reducing systemic inflammation (Cotman et al.,
2007; El-Sayes et al., 2019; Nicklas and Brinkley, 2009).

Several studies have identified neurotrophic and inflammatory markers associated with
positive cognitive outcomes after exercise (Ding et al., 2006; Hillman et al., 2008). The
primary neurotrophic factors implicated in this relationship are brain-derived
neurotrophic factor (BDNF), insulin-like growth factor 1 (IGF-1), and vascular
endothelial growth factor (VEGF) (Ahlskog et al., 2011; Cotman et al., 2007; VVoss et al.,
2013). Alternatively, inflammatory cytokines interleukin 6 (IL-6) and C-reactive protein
(CRP) are valid markers of systemic inflammation that impede neuronal signalling
(Capuron et al., 2011; Gabay and Kushner, 1999; Ohzato et al., 1992; Tegeler et al.,
2016; Yaffe et al., 2003).

Mechanistically, the aforementioned inflammatory cytokines and neurotrophic factors
influence cognitive performance via a cascade of neurological processes. For example,
BDNF regulates synaptic transmission in neural regions that are integrally related to
memory such as the hippocampus (Lu et al., 2014). Across a range of neural networks,
BDNF is also critically related to neuroprotection, neuromodulation, and neurogenesis
(i.e., gliogenesis and synaptic plasticity; Kowianski et al., 2018). Increases in
inflammatory cytokines, on the other hand, are associated with cognitive decline via
neuroinflammatory processes. CRP, for example, is strongly associated with the
progression of cognitive decline and the pathogenesis of the onset of dementia (Roberts
et al., 2009). Thus, efforts to enhance neurotrophic factors and reduce inflammatory
cytokines are essential in potentially increasing cognitive performance in individuals at

risk for developing dementia.

A recent systematic review and meta-analysis investigated the changes in neurotrophic,
inflammatory, and oxidative biomarkers after exercise interventions in older adults with
mild cognitive impairment and dementia (Stigger et al., 2019). The reviewers concluded

that physical exercise, specifically aerobic exercise, has a positive effect on BDNF
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expression, and a decrease in systemic concentrations of IL-6. However, this review was
limited by the lack of studies with cognitive performance measures, the limited number
of trials that met the inclusion criteria (n = 8), and the exclusion of cognitively healthy

participants.

To our knowledge, no prior systematic review has examined the distinct effects of the
main physical exercise modalities (aerobic, resistance, and multimodal) on serum
biomarkers in cognitive trials that included both cognitively healthy and cognitively
impaired older adults. The inclusion of studies targeting cognitive healthy and impaired
older adults may improve our understanding of how cognitive status affects blood marker
concentrations as well as cognitive outcomes after physical exercise. Further, this review
will summarize our existing knowledge of the physiological mechanisms driving the
neurotrophic, inflammatory, and cognitive outcomes after exercise. Therefore, the
purpose of this systematic review and meta-analysis was to investigate the effects of
physical exercise modalities on inflammatory and neurotrophic biomarker concentrations

in clinical trials that examined the effects of exercise on cognition in older adults.

2.1 Methods
2.1.1 Study Design & Search Strategy

This systematic review and meta-analysis was registered with PROSPERO —
CRD42019110522 (Appendix 1), an international database for prospectively registered

systematic reviews that are examining health-related outcomes.

We utilized the preferred reporting items for systematic reviews and meta-analyses
(PRISMA) statement (Moher et al., 2009). A literature search, without date or language
restrictions, was conducted via PubMed, SCOPUS, and EMBASE for literature published
prior to January of 2019. The search applied appropriate medical subject headings
(MeSH) in PubMed and SCOPUS, and subject headings in EMBASE (Tables 2.1, 2.2).

This systematic review was registered with PROSPERO — CRD42019110522 (Appendix
2), an international database for prospectively registered systematic reviews that are

examining health-related outcomes. We utilized the preferred reporting items for
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systematic reviews and meta-analyses (PRISMA) statement (Moher et al., 2009). A

literature search, without date or language restrictions, was conducted via PubMed,

SCOPUS, and EMBASE for literature published prior to January of 2019. The search
applied appropriate medical subject headings (MeSH) in PubMed and SCOPUS, and
subject headings in EMBASE (Tables 2.1, 2.2).

Table 2.1 Search terms.

Main Concepts

PubMed MeSH Term

EMBASE Subject
Heading

SCOPUS MeSH Term

Exercise

Cognition

Elderly

Blood Biomarkers

Brain Derived
Neurotrophic Factor

Insulin-like Growth
Factor 1

Vascular Endothelial
Growth Factor

Interleukin 6

C-Reactive Protein

Exercise OR Physical
Exercise OR Physical
Activity

Cognition OR Cognitive
Dysfunction OR Cognitive
Impairment OR Executive

Function

Aged OR Elderly

Blood Biomarkers

Brian Derived Neurotrophic
Factor OR BDNF

Insulin-like Growth Factor 1
OR IGF-1

Vascular Endothelial
Growth Factor OR VEGF

Interleukin 6 OR IL-6

C-Reactive Protein OR CRP

Exercise OR Physical
Activity OR Physical
Exercise

Cognition OR Cognitive
Dysfunction OR Mild
Cognitive Impairment OR
Executive Function

Aged OR Elderly

Blood Biomarkers

Brian Derived
Neurotrophic Factor OR
BDNF

Insulin-like Growth Factor
10R IGF-1

Vascular Endothelial
Growth Factor OR VEGF

Interleukin 6 OR IL-6

C-Reactive Protein OR
CRP

Exercise OR Physical
Activity OR Activities

Cognition OR Executive
Function

Aged OR Elderly

Blood Biomarkers

Brain-derived
Neurotrophic Factor OR
BDNF

Insulin-like Growth
Factor-1 OR IGF-1

Vascular Endothelial
Growth Factor OR VEGF

Interleukin-6 OR IL-6

C-Reactive Protein OR
CRP

Note: BDNF = Brian Derived Neurotrophic Factor; IGF-1 = insulin-like growth factor 1; VEGF =
vascular endothelial growth factor; IL-6 = interleukin 6; CRP = C-reactive protein.
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Using PubMed Database

1.

© 0N~ WD

N
o

11.

Exercise/ OR Physical Exercise/ OR Physical Activity/

Cognition/ OR Cognitive Dysfunction/ OR Cognitive Impairment/ Or Executive Function/

Aged/ OR Elderly/

Blood Biomarkers/

Brian Derived Neurotrophic Factor/ OR BDNF/
Insulin-like Growth Factor 1/ OR IGF-1/
Vascular Endothelial Growth Factor/ OR VEGF/
Interleukin 6/ OR IL-6/

C-Reactive Protein/ OR CRP/

Strategy 4 AND50OR 6 OR70OR80R9
Strategy 1 AND 2 AND 3 AND 10

Using EMBASE Database

©oNo O~ WNE

MNRNNRNNRNNRNRERERRRRRRP PP
NO U RWONPOO®O®MNOOUAWNLPRPO

Exercise/

Physical Activity/

Physical Exercise/

Strategy 1OR20OR 3
Cognition/

Executive Function/

Mild Cognitive Impairment/
Strategy 5OR6 OR 7
Aged/

Elderly/

. Strategy 10 OR 11
. Blood Biomarkers/

Brian Derived Neurotrophic Factor/
BDNF/

. Strategy 14 OR 15

Insulin-like Growth Factor 1/
IGF-1/

. Strategy 17 OR 18

. Vascular Endothelial Growth Factor/
. VEGF/

. Strategy 20 OR 21

. Interleukin 6/

IL-6/

. Strategy 23 OR 24

. C-Reactive Protein/
. CRP/

. Strategy 26 OR 27
28.

Strategy 4 AND 9 AND 12 AND 13 AND 16 AND 19 AND 22 AND 25 AND 28

Using SCOPUS Database

1.

© 0N TR~ WDN

=
= o

Exercise/

Physical Activity/
Activities/

Strategy 1 AND 2 AND 3
Cognition/

Cognitive Dysfunction/
Cognitive Impairment/
Executive Function/
Strategy 5OR6 OR 7 OR 8
Aged/

Elderly/



38

12. Strategy 10 OR 11

13. Blood Biomarkers/

14. Brian Derived Neurotrophic Factor/
15. BDNF/

16. Strategy 14 OR 15

17. Insulin-like Growth Factor 1/

18. IGF-1/

19. Strategy 17 OR 18

20. Vascular Endothelial Growth Factor/
21. VEGF/

22. Strategy 20 OR 21

23. Interleukin 6/

24, 1L-6/

25. Strategy 23 OR 24

26. C-Reactive Protein/

27. CRP/

28. Strategy 26 OR 27

29. Strategy 4 AND 9 AND 12 AND 13 AND 16 AND 19 AND 22 AND 25 AND 28

2.1.2 Screening

After completing the initial search, all duplicates were removed. To be included, articles
must have met the following criteria: 1) Published as a randomized controlled trial (RCT)
or quasi-randomized controlled trials (QRCT); 2) measured at least one of BDNF, VEGF,
IGF-1, CRP, and IL-6, both before and after a longitudinal (>1 session) exercise
intervention; 3) measured cognitive performance both before and after a longitudinal (>1
session) exercise intervention; 4) included a sample with a mean age of 60+ years, who
were not taking cognitive enhancers, neuroleptics, or anticholinergics, and with an
absence of neurological conditions with a residual motor deficit (Parkinson’s disease,
major stroke, multiple sclerosis), or depression, schizophrenia, severe anxiety, and drug

abuse.

The titles and abstracts of the remaining articles were independently screened by two
authors (JT and NB). The remaining articles then underwent a full-text review.
Disagreements of the selected articles based on the criteria were settled by consensus of
the two members, and if consensus could not be reached, the third reviewer (MMO) was
consulted to make a decision. The bibliographies of all included articles were hand-

searched for other potential articles that were missed during the initial search.
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Caspersen et al. (1985) defined exercise as “Physical activity that is planned, structured,
repetitive, and purposive in the sense that improvement or maintenance of one or more
components of physical fitness is an objective”. Physical fitness is composed of two
categories inclusive of specific sub-categories: 1) Health-related: Cardiorespiratory
capacity, muscular endurance, muscular strength, body composition and flexibility; 2)

Skill-related: Agility, balance, coordination, speed, power, and reaction time.

2.1.3 Bias Assessment

The Cochrane Collaboration Tool (CCT) was used to appraise the risk of bias (Higgins et
al., 2011) because of its recommendation for use in systematic reviews examining RCTs
(Zeng et al., 2015). Additionally, the CCT has been used in other similar systematic
reviews examining exercise, cognition (Hess et al., 2014), and blood biomarkers (Stigger
et al., 2019). The CCT is a bias detection tool based on 7 domains, each of which can be
ranked as low, high, unclear or not applicable (Fig. 2). Reviewers agreed to be
conservative when deciding between two bias ratings by tending toward higher ratings of

bias.

2.1.4 Outcome Measures

The primary outcome measure was the change in concentrations of the specified blood
biomarkers (BDNF, VEGF, IGF-1, IL-6, CRP) from pre- to post-exercise intervention.
The secondary outcome was the change in cognitive performance scores on
neuropsychological assessments. Cognitive performance was split into five domains,
when available, as defined by the Diagnostic and Statistical Manual of Mental Disorders,
5th edition (DSM-5), criteria (Sachdev et al., 2014) The domains included: Learning and
memory (LM), Complex Attention (CA), Executive Function (EF), Language,
Perceptual-Motor Function (P-MF), and Global Cognition (GC).

2.1.5 Data Extraction

The following information was extracted from the articles selected for final analysis:

authors and publication date, country of origin, study design, sample characteristics


https://www.sciencedirect.com/science/article/pii/S0047637421000038?via%3Dihub#bib0050
https://www.sciencedirect.com/science/article/pii/S0047637421000038?via%3Dihub#bib0130
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(cohort, sample size, age), intervention details (exercise type, duration/frequency/time),
primary outcome (significant change in specified blood biomarker concentrations), and
secondary outcomes (cognitive changes in particular domains or global cognition, as
applicable) (Table 2.3, Table 2.4, Table 2.5).

Due to the lack of raw data (pre- and post-intervention means, or mean change values) in
almost half of the included trials (47 %), measures for the change in both blood
biomarker concentrations and cognitive performance outcomes were simplified to either a
“1” representing a statistically significant increase and improvement, respectively, or a
“|” representing a statistically significant decrease and decline, respectively. For the data
to be determined as statistically significant, results must be significant relative to both

within-group time analyses and between-group comparisons to the control group.

In addition to the qualitative analyses, we planned on examining the strength of the
evidence quantitatively by conducting a meta-analysis using Review Manager 5.3©.
Additional inclusion criteria for the MA were reporting mean and standard deviation
values at follow-up post-intervention in both control and experimental conditions.

Included studies were also required to report a sample size.

We set the minimum number of independent studies needed for our meta-analysis at
three. The data extracted were continuous and the meta-analysis was conducted using a
random effects model, producing standardized mean differences. The studies yielded
from our search varied considerably with respect to the populations sampled, with some
studies recruiting exclusively male participants (Kohanpour and Peeri, 2017) or
exclusively female participants (Damirchi et al., 2018), for example. A random-effects
model accounts for data that may include studies sampled from varying populations, for
which any potential effects of the intervention may differ. To account for these
differences in sampling and the assumption that all studies are not functionally
equivalent, we used a random-effects model. To assess heterogeneity (the extent to which

differences underlying each study’s results are genuine), 12 values were used.
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Random sequence generation (selection bias)
Allocation concealment (selection bias)
Blinding of participants and personnel (performance bias) | ]
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias) - Post-Intervention ]

Selective reporting (reporting bias)

Other bias  [—

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Figure 2.1 Risk of bias graph. Green = low risk; red = high risk; yellow = unclear;
and grey = not applicable (NA).
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Alghadir et al., 2016 ? ? ? ? ? ? NA
Baker et al., 2010a ? ? ? + ? NA
Baker et al., 2010b ? ? ? + ? NA
Cassilhas et al., 2007 ? ? ? ? ? NA
Chupel et al., 2017 ? ? ? ? ? NA
Damirchi et al., 2018 ? ? ? ? ? NA
Erickson et al., 2011 ? ? ? ? ? ? NA
Fragala et al., 2014 ? ? ? ? + ? NA
Kohanpour et al., 2017 ? ? ? ? ? ? NA
Leckie et al., 2014 ? ? ? ? ? ? NA
Maass et al., 2016 ? ? ? ? - ? N/A
Muscari et al., 2009 ? ? ? + + ? N/A
Rehfeld et al., 2018 ? ? ? ? + + NA
Ruiz et al., 2015 + ? ? i i A NA
Tarazona-Santabalbina et al., 2016 + + ? + + + NA
Tsai et al., 2015 + ? ? + + ? NA
Vaughan et al., 2014 * + [+ ¥ + | NA

Figure 2.2 Risk of bias summary. Green (+) = low risk; red (-) = high risk; yellow (?)
= unclear; and grey = not applicable (NA).
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2.2 Results

2.2.1 Search Results and Bias Assessment

Figure 2.1 summarizes all steps in the study selection process. A total of 942 articles
were identified by searching PubMed (n=215), EMBASE (n=268), and SCOPUS
(n=459). 204 duplicates were removed. The remaining 738 articles were then screened
via their title and abstract, resulting in 55 articles for full-text screening. Reviewers
removed 39 articles that did not meet the inclusion criteria, and one article was added via
the hand search (Tarazona-Santabalbina et al., 2016). In total, 17 articles were found to

have met the inclusion criteria.

All included articles were published from 2007 to 2018 (Alghadir et al., 2016; Baker et
al., 2010a, b; Cassilhas et al., 2007; Chupel et al., 2017; Damirchi et al., 2018; Erickson
etal., 2011; Fragala et al., 2014; Kohanpour and Peeri, 2017; Leckie et al., 2014; Maass
et al., 2016; Muscari et al., 2010; Rehfeld et al., 2018; Ruiz et al., 2015; Tarazona-
Santabalbina et al., 2016; Tsai et al., 2015; Vaughan et al., 2014). The inter-rater
agreement was high (Title and Abstract Kappa = 0.76; Full-Text Kappa = 1.00) during the
screening process (Supplemental Material 2).

The majority of items measuring bias were rated “Unclear” for each trial, with the
exception of two articles (Ruiz et al., 2015; Vaughan et al., 2014). Random sequence
generation, allocation concealment, blinding of participants and personnel, and selective
reporting were predominantly ranked “Unclear,” as many studies did not report these
methods in detail. Studies frequently reported the blinding of outcome assessments, but
many authors did not indicate any specific blinding procedures. The item assessing the
extent to which outcome data reported in the studies was incomplete was more frequently
ranked as “High” or “Low,” as opposed to “Unclear,”. Because randomized controlled
trials were pre-registered in national databases which showed an explicit record of the
initial plan of the study and outcome data, we were able to assess risk of bias in each
study (Figure 2.2, Figure 2.3).
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Table 2.3 Characteristics of studies utilizing aerobic exercise interventions.
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Sample Characteristics Intervention Details Blood . .
Author Country - Marker Cogr':/lltel\ézuDrg(rjnaln
Cohort S?'r:nep::]ealsej)z € in“ﬂii?f(‘ge[)) Exercise Type Duration Measured
24 weeks, CRP: =
Alghadir et Saudi Older Adult, l: 66.8 (3.7) Aerobic 3x/ week, (decreased in both  EF: 1,LM: 1, CA: 1,
al., 2016 Arabia Healthy 100 (35) C:67.3(2.8) Training 45-60 mins  land C) Lang: 1, P-MF: 1
Older Adult, 24 weeks,
Baker et al., Prediabetes/ I: 66 (6.0) Aerobic 4x/ week, BDNF: = EF: 1, CA: 1,
2010a USA T2DM 28 (18) C:71(7.5) Training 45-60 mins IGF-1: = LM: =, Lang: =
I: F: 65.3 (9.4) EF: F: 1, M: =
M: 70.9 (6.7) 24 weeks, CA:F: 1, M: =
Baker et al., Older Adult, C:F: 746 (11.1) Aerobic 4x/ week, BDNF: M/F: = Lang: F: 1, M: =
2010b USA MCI 33 (17) M: 70.6 (6.1) Training 45-60 mins IGF-1: F:=,M: 1 LM: M/F: =
52 weeks,
Erickson Older Adults, 1: 67.6 (5.81) Aerobic 3x/week,
etal., 2011 USA Healthy 120 (80) C: 65.5 (5.44) Training 40 mins BDNF: = LM: =
12 weeks,
Kohanpour Older Adults, 67.85 (3.89) Aerobic 3x/ week,
etal., 2017 Iran MCI, Males 61 (0) (DNR group age) Training 26 mins BDNF: 1 GC: 1
52 weeks,
Leckie et Older Adults, 1: 67.23 (5.39) Aerobic 3x/week,
al., 2014 USA Healthy 92 (59) C: 66.38 (5.83) Training 40 mins BDNF: = EF: =
Aerobic
Training, 12 weeks, BDNF: =
Maass et Older Adults, I: 68.8 (4.5) Interval 3x/ week, IGF-1: =
al., 2016 Germany Healthy 40 (22) C:67.9(4.1) Training 30 mins VEGF: = LM: =
52 weeks,
Muscari et Older Adults, I: 68.8 (2.5) Aerobic 3x/ week,
al., 2009 Italy Healthy 120 (58) C: 69.6 (2.8) Training 60 mins CRP: | GC: 1
24 weeks,
Rehfeld et Older Adults, 11: 68.16 (4.31) Dance 2x/ week, EF: = CA: 1,
al., 2018 Germany Healthy 38 (20) 12: 68.72 (2.68) Training 90 mins BDNF: I1: 1 LM: 1, Lang: =

Note: Articles are listed in alphabetical order. Studies with multiple interventions are numbered i.e. 11, 12, etc. Age (years) is mean + standard deviation. | =

intervention; C = control; Where males and females are measured separately, M = male, F = female; BDNF = brain derived neurotrophic factor; IGF-1 = insulin-
like growth factor; VEGF = vascular endothelial growth factor; CRP: c-reactive protein; IL-6: interleukin 6; CA: complex attention; EF = executive function; LM

= learning and memory; Lang = language; P-MF = perceptual-motor function; GC = general cognition; DNR = did not report; 1 = significantly increased; | =

significantly decreased; = = unchanged.
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Sample Characteristics

Intervention Details

Blood Cognitive
Author Country ; Marker Domain
Sample Size Mean Age . .
Cohort (Female) in Years (SD) Exercise Type Duration Measured Measured
LM:11: 1
11: 68.04 (0.67) Resistance: 24 weeks, 12: 1
Cassilhas Older Adult, 12: 69.01 (1.10) 11: (80% 1rm) 3x/week, IGF-1: 11: 1 CA: I1:1
et al. 2007 Brazil Healthy, Males 62 (0) C: 67.04 (0.54) 12: (50% 1rm) 60 mins 12: 1 12: 1
Institutionalized, 28 weeks,
Chupel et Older Adult, I: 83.50 (5.13) 2-3x/week,
al., 2017 Portugal MCI, Females 33 (33) C:82.12 (6.41) Resistance mins DNR CRP: = GC: 1
70.64 (6.11) 6 weeks,
Fragala et Older Adults, (DNR group 2x/week,
al., 2014 USA Healthy 25 (DNR sex) differences) Resistance mins DNR BDNF: = P-MF: 1
52 weeks,
Tsai et al., Older Adults, I: 70.79 (3.39) 3x/ week,
2015 Taiwan Healthy, Males 48 (0) C:72.00 (4.14) Resistance 60 mins IGF-1: 1 CA: 1

Note: Articles are listed in alphabetical order. Studies with multiple interventions are numbered i.e. 11, 12, etc. Age (years) is mean + standard deviation. | =
intervention; C = control; Where males and females are measured separately, M = male, F = female; BDNF = brain derived neurotrophic factor; IGF-1 = insulin-
like growth factor; VEGF = vascular endothelial growth factor; CRP: c-reactive protein; IL-6: interleukin 6; CA: complex attention; EF = executive function; LM
= learning and memory; Lang = language; P-MF = perceptual-motor function; GC = general cognition; DNR = did not report; 1 = significantly increased; | =
significantly decreased; = = unchanged.
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Sample Characteristics

Intervention Details

Blood Cognitive
Author Country . Marker Domain
Sample Size Mean Age . -
Cohort (Female) in Years (SD) Exercise Type Duration Measured Measured
8 weeks, LM: =
Damirchi et Older Adults, MCl, I: 68.81 (3.68) Aerobic, 3x/week, CA. =
al., 2018 Iran Females 20 (20) C:69.11 (4.93) Resistance 45 mins BDNF: = EF: =
Institutionalized, 8 weeks,
Ruiz et Older Adults, 1:92.1 (2.3) 3x/ week,
al., 2015 Spain Non-demented 40 (32) C:92.3(2.3) Aerobic, Resistance 45 mins BDNF: = GC: =
Aerobic,
Tarazona- Resistance, 24 weeks,
Santabalbina Older Adults, 1: 79.7 (3.6) Stretching, and 5x/ week,
etal. 2016 Spain Frail 100 (54) C:80.3(3.7) Proprioception 65 mins BDNF: = GC: =
Aerobic,
Resistance, Motor 16 weeks, EF: 1
Vaughan et Older Adults, 1: 69.0 (3.1) Fitness, and 2x/ week, CA: 1
al., 2014 Australia Healthy, Females 48 (48) C: 68.8(3.5) Stretching 60 mins BDNEF: 1 Lang: 1
EF: =
Aerobic, 24 weeks, CA: 1
Rehfeld et Older Adults, Resistance, and 2x/ week, LM: 1
al., 2018 Germany Healthy 38 (20) 12: 68.72 (2.68)  Stretching 90 mins BDNF: I12: = Lang: =

Note: Articles are listed in alphabetical order. Studies with multiple interventions are numbered i.e. 11, 12, etc. Age (years) is mean * standard deviation. | =
intervention; C = control; Where males and females are measured separately, M = male, F = female; BDNF = brain derived neurotrophic factor; IGF-1 = insulin-
like growth factor; VEGF = vascular endothelial growth factor; CRP: c-reactive protein; IL-6: interleukin 6; CA: complex attention; EF = executive function; LM
= learning and memory; Lang = language; P-MF = perceptual-motor function; GC = general cognition; DNR = did not report; 1 = significantly increased; | =
significantly decreased; = = unchanged.
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FITT-VP
Time
Study Frequency Intensity (min Type V_olume Progression
(min/week)
/week)
Alghadir etal., I: 3x/week for 24- I: 60-70% of target HR max (Karvonen e I: Aerobic exercise .12k, )
2016 weeks method) I-45-60 C: Unclear 1:135-180 I Not reported
I: Exercise duration and intensity were
Baker et al., I: 4x/week for 6- gradually increased over the first 6 weeks . I: Aerobic exercise . ) .
2010a months until exercising at 75% to 85% of HRR, I:45-60 C: Stretching and balance I-180-240 I: See Intensity
and then remained at that intensity
I: Exercise duration and intensity were
Baker et al., I: 4x/week for 6- gradually increased over the first 6 weeks = - I: Aerobic exercise 120, , :
2010b months until exercising at 75% to 85% of HRR, I: 45-60 C: Stretching and balance I-180-240 I: See Intensity
and then remained at that intensity
. . - I: 5-min increments from week
. - 0 -7 - 0 .
Erickson et al., I: 3x/week for 1-year I: 50-60 % week 1-7; 60-75% of t_arget HR I: 10-40 I..Aeroblc_exer(:lse _ ' 30-120 1-7 and then remained at 40-
2011 max (Karvonen method) for remainder C: Stretching and toning - -
minutes for remainder
. . . . I: 5-min increments from week
Kohanpour etal., I: 3x/week for 12- I: 75%- 85% of HRR max ;826 |- Aerobicexercise I: 24-78 1-7 and then remained at 40-
2017 weeks C: Unclear . -
minutes for remainder
. . . I: 5-min increments from week
Leckie et al., . I: 50-60 % week 1-7; 60-75% of target HR . I: Aerobic exercise . -
2014 I: 3xweek for 1-year (Karvonen method) for remainder 111040 ¢, Stretching and toning I-30-120 1-7 and then 40-minutes for
remainder of program
. I: Aerobic exercise . .
I: 3x/week for 3- I: Target HR (Karvonen et al.), starting at |, . - ) I: Increasing by 5% in steps for
Maass et al., 2016 months 65% 1:5-30 C: Mu';_:cle relaxationand  I: 15-90 4 weeks
stretching
Muscari et al., I: 3x/week for 12- I: Individually programmed in an . I: Aerobic exercise ) ) -
2009 months incremental manner, up to 70% of max HR I:60 C: Educational material 1:180 I: See Intensity
. 11: Continuous learning of new
I1: Dance movement patterns and
ZR(?{geld etal, goﬁtrﬁ: 2x/week for 6- 11 & 12: Measured HR frequency gt& 12: Il?zési;z(r)]::te (aAnzrlgtl)éi’ibilit 1: 180 choreographies,
> ' y 12: Performed same exercises
Training)
repeatedly
I: 2x/week for 8-weeks I: Resistance exercise
Chupel et al., . . g . I: Weeks 1-14 = yellow band;
2017 +3x/week for 12-weeks I: 6-8 on the OMNI-PES I:45 C: Did not follow any type I: 90-135 15-28 = red band

+2x/week for 8-weeks

of exercise program



Cassilhas et al.
2007

Fragalaetal.,
2014

Tsai et al. 2015

Damirchi et al.,
2018

Ruiz et al., 2015

Tarazona-
Santabalbina et
al. 2016

Vaughan et al.,
2014

11 & 12: 3x/week for
24-weeks

I: 2x/week for 6-weeks

I: 3x/week for 12-
months

I: 3/week for 8-weeks

I: 3x/week for 8-weeks

I: 5x/week for 24-
weeks

I: 2x/week for 16-
weeks

11: 50 of 1-RM
12: 80% of 1-RM

I: 5-6 on the OMNI-PES

I: 75-80% 1- RM

I: Aerobic =55 - 75 % of HRR
(Karvonen)

Resistance = RPE within 13 to 15 range

I: Aerobic = 10-12 on Borg’s conventional
6-20 point scale of RPE (confirmed via

talk test)

Resistance training = 30-70% of estimated

1-RM

I: Aerobic training = 40-65% of maximum
HR, increasing progressively to 65%
Strength training = 25% of 1-RM for
months 1-2, 50% for months 3-4, and 75%

for months 5-6

I: Aerobic = 3-4/10 RPE
Resistance = 2 sets of 6-8 reps

I: 60

I: Not
reported

1: 60

I: 41-55

I: 40-45

I: 65

1: 60

11 & 12: Resistance
exercise

C: Warm-up and stretching

I: Resistance exercise
C: No intervention

I: Resistance exercise
C: Did not receive a
specific intervention or
group activity

I: Multi-domain (aerobic
and resistance exercise)
C: no intervention

I: Multi-domain (aerobic,
resistance, and stretching
exercises)

C: Gentle stretching

I: Multi-domain (aerobic,
strength, coordination,
balance, and flexibility
exercises)

C: No training

I: Multi-domain (aerobic,

strength, and motor fitness) I

C: Maintained usual
activities

. 180

: Unclear

: 180

: 123-165

: 120-135

1325

120

48

11 & 12: 1-RM testing repeated
at week 10, 15, 18, and 21

See Intensity

I: As each individual’s muscle
strength increased, their
prescribed training load was also
raised to ensure they performed
the training at taregt 1-RM

I: Aerobic = incrementally
reached max HRR by eighth
week

Resistance = not reported

I: Aerobic = lasted from 5min at
the start of the program to 10—
15min at the end

Resistance = weekly load
increase of ~5 % of 1RM

I: Aerobic = increased
progressively

Resistance = See intensity -
repetitions and sets were also
manipulated

I: Aerobic = Increasing number
of simultaneous limb
movements

Resistance = Commence with
no weight, progress to light
weights (1kg)

Note. Details of exercise interventions according to FITT-VP (Frequency, Intensity, Time, Type, Volume, and Progression) parameters. Note that some exercise interventions did
not clarify an element of the parameters. VVolume is calculated as sessions per week x minutes per session and therefore, a range is required for some studies, which represents the
lowest and highest number of minutes required. Volume does not account for rest periods in interventions that included resistance exercise. Additionally, we did not include
information on modalities (e.g., machine, free-weight, bands, etc.), or repetition, rest, and set schemes for resistance exercise. HR = heart rate; HRR = heart rate reserve; OMNI-PES
= OMNI perceived exertion scale; 1-RM = 1 repetition maximum; RPE = rating of perceived exertion; min = minutes
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c
% Database Search (n=942)
2 PubMed = 215
b= EMBASE = 268
3 SCOPUS = 459
Avrticles excluded (n=887)
Reason:
* 676 articles: Title and
) abstract irrelevant
to study
e 211 articles: Duplicate
v articles
2 Full-text articles assessed for
s eligibility
2 n=55
w
< Articles added from references
(n=1)
Full-text articles excluded (n=39)
> Reason:
* 14 articles: not RCT
- +  8articles: exercise modality
2 .
2 . . unclear/nonexistent/acute
= Avrticles selected for quality *  Qarticles: incorrect cohort
< assessment » 7 articles: lacking/subjective
2 n=17 measure of cognition
s + larticle: insufficient blood
O data measured/reported

Avrticles included in systematic
review
n=17

Figure 2.3 Flow diagram of the study selection process.
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2.2.2 Study Populations

The sample sizes of included studies ranged from 20 to 120 (n=1008), 555 of whom
were female (55 %). Three trials recruited exclusively male participants (Cassilhas et al.,
2007; Kohanpour and Peeri, 2017; Tsai et al., 2015), while two studies exclusively
recruited females (Chupel et al., 2017; Damirchi et al., 2018). One trial did not report the
sex of their 25 participants (Fragala et al., 2014). Mean (sd) ages of the intervention
groups ranged from 66.0 (6.0) to 92.1 (2.3). Study populations were mostly drawn from
the general public (Alghadir et al., 2016; Baker et al., 2010a, b; Cassilhas et al.,

2007; Damirchi et al., 2018; Erickson et al., 2011; Fragala et al., 2014; Kohanpour and
Peeri, 2017; Leckie et al., 2014; Maass et al., 2016; Muscari et al., 2010; Rehfeld et al.,
2018; Tarazona-Santabalbina et al., 2016; Tsai et al., 2015; Vaughan et al., 2014), with
the exception of two trials of institutionalized older adults (Chupel et al., 2017; Ruiz et
al., 2015). The predominant cohorts were cognitively healthy (n = 13) (Alghadir et al.,
2016; Baker et al., 2010a; Cassilhas et al., 2007; Chupel et al., 2017; Erickson et al.,
2011; Fragala et al., 2014; Leckie et al., 2014; Maass et al., 2016; Muscari et al.,

2010; Rehfeld et al., 2018; Tarazona-Santabalbina et al., 2016; Tsai et al., 2015; Vaughan
et al., 2014); followed by MCI (n = 3) (Baker et al., 2010a; Damirchi et al.,

2018; Kohanpour and Peeri, 2017). One study labelled their criteria as “not severely
demented”, but reported mean cognitive scores in the range of MCI at baseline (Ruiz et

al., 2015).

2.2.3 Exercise Protocols

The included studies used the following modalities: aerobic training (AT) (Alghadir et
al., 2016; Baker et al., 2010a, b; Erickson et al., 2011; Kohanpour and Peeri,

2017; Leckie et al., 2014; Maass et al., 2016; Muscari et al., 2010; Rehfeld et al., 2018);
resistance training (RT) (Cassilhas et al., 2007; Chupel et al., 2017; Fragala et al.,

2014; Tsai et al., 2015); and multimodal (MMT), which includes AT and RT (Damirchi
et al., 2018; Ruiz et al., 2015), with stretching (Rehfeld et al., 2018), proprioception

training (Tarazona-Santabalbina et al., 2016) or motor fitness training (Vaughan et al.,
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2014). The trial by Rehfeld et al. (2018) employed two distinct exercise interventions
(dance and multimodal), both of which were included in this review. Two trials utilized
multi-domain interventions including the use of lavender essence (Kohanpour and Peeri,
2017) and cognitive training (Damirchi et al., 2018). However, both trials included
exercise-only groups, so the multi-domain interventions were not incorporated in the data

extraction.
2.2.4  Aerobic Training (AT)

Nine trials included AT interventions, with sample sizes ranging from 28 to 120
participants, reaching a total of 632 participants, 49 % of whom were female. All trials
recruited participants from the general public. One trial recruited exclusively male
participants (Kohanpour and Peeri, 2017). Two trials recruited participants with MCI
(Baker et al., 2010a; Kohanpour and Peeri, 2017), while the remaining seven trials

recruited cognitively intact older adults.

Interventions ranged from 12 to 52 weeks, 2—4 sessions per week, and from 26—90 min.
The AT was performed using ergometers (e.g. treadmill, stationary bike, etc.) or walking,
running, and dancing. The intensity of AT was controlled by heart rate reserve and

ratings of perceived exertion (Table 2.3).

Of the nine studies that investigated AT, seven measured growth factors (Baker et al.,
2010a, b; Erickson et al., 2011; Kohanpour and Peeri, 2017; Leckie et al., 2014; Maass et
al., 2016; Rehfeld et al., 2018) and two measured inflammatory markers (Alghadir et al.,
2016; Muscari et al., 2010). Two of the seven studies measuring BDNF found a
significant increase in BDNF concentration (Kohanpour and Peeri, 2017; Rehfeld et al.,
2018), and five studies did not find any significant changes (Baker et al.,

2010a, b; Erickson et al., 2011; Leckie et al., 2014; Maass et al., 2016). One study
measured VEGF and did not find significant changes (Maass et al., 2016). Only one of
the three studies measuring IGF-1 showed a significant increase in concentration;
however, this was only in the males (Baker et al., 2010b). Of the studies exhibiting a

positive relationship between aerobic exercise and growth factors, only one study that
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measured BDNF showed improvements in cognitive performance (Kohanpour and Peeri,
2017). However, no formal analysis examined the relationship between the changes in
BDNF concentration and cognitive outcomes. The majority of AT trials elicited
improvements in at least one cognitive domain (n=6) (Alghadir et al., 2016; Baker et al.,
20104, b; Kohanpour and Peeri, 2017; Muscari et al., 2010; Rehfeld et al., 2018). Overall,
there was no consistent pattern in the review of these articles that linked the duration,

frequency, or time spent on the AT to cognitive and growth factor changes.

Both of the studies measuring the effect of AT on inflammatory markers examined CRP.
Only one study showed a significant decrease in CRP concentration post-intervention
(Muscari et al., 2010). Both studies measuring CRP found cognitive improvements
(Alghadir et al., 2016; Muscari et al., 2010).

2.2.5 Resistance Training (RT)

Four trials used RT interventions, and they included a total of 168 participants (ranging
from 25—62 participants), 19 % of whom were female. Recruitment was from the general
public (Cassilhas et al., 2007; Fragala et al., 2014; Tsai et al., 2015) and an institution
(Chupel et al., 2017). Two trials recruited exclusively male participants (Cassilhas et al.,
2007; Tsai et al., 2015) and one recruited female participants (Chupel et al., 2017). Two
trials recruited participants with MCI (Chupel et al., 2017; Tsai et al., 2015) and two
recruited cognitively intact older adults (Cassilhas et al., 2007; Fragala et al., 2014).

The RT interventions ranged from 6 to 52 weeks, 2—3 times per week, and lasted 60 min
in the two studies that reported the session durations. The RT interventions utilized
resistance bands and machines. Each trial used a range of 1-3 sets per exercise and 8-15
reps per set, depending on the intervention phase. The intensity of exercises was
monitored using the 1-repetition maximum test and ratings of perceived exertion (Table
2.4).

Three out of four RT interventions measured neurotrophic factor concentrations
(Cassilhas et al., 2007; Fragala et al., 2014; Tsai et al., 2015), while one measured
inflammatory markers (Chupel et al., 2017). Of the three studies measuring neurotrophic
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factors, two measured IGF-1 (Cassilhas et al., 2007; Tsai et al., 2015), and one measured
BDNF (Fragala et al., 2014). Both of the studies measuring IGF-1 demonstrated a
significant increase in IGF-1 concentration, as well as a significant increase in cognitive
scores (Cassilhas et al., 2007; Tsai et al., 2015). The interventions that measured BDNF
(n=1) and the inflammatory marker CRP (n=1) did not elicit significant changes

(Chupel et al., 2017; Fragala et al., 2014) (Table 2.4).
2.2.6 Multimodal Training (MMT)

Five trials used MMT interventions (Damirchi et al., 2018; Rehfeld et al., 2018; Ruiz et
al., 2015; Tarazona-Santabalbina et al., 2016; Vaughan et al., 2014) and ranged from 20
to 100 participants (n =226), 72 % of whom were female. Recruitment was from the
general public (Damirchi et al., 2018; Rehfeld et al., 2018; Tarazona-Santabalbina et al.,
2016; Vaughan et al., 2014) and an institution (Ruiz et al., 2015). Two trials recruited
exclusively male participants (Cassilhas et al., 2007; Tsai et al., 2015), and one trial
recruited only female participants (Chupel et al., 2017). One trial recruited participants
with MCI (Damirchi et al., 2018), as opposed to cognitively intact older adults (n =4).

The MMT interventions ranged from 8 to 24 weeks, were performed 3-5 times per week
and lasted 45—90 min. The RT portions of the MMT interventions utilized low-impact,
multi-use devices, such as chairs, balls, resistance bands, light dumbbells, and resistance
machines. The AT portions of each study used ergometers, walking, or stairs for

10—40 min. Intensity was measured by using heart rate reserve and ratings of perceived
exertion. Three of the five studies also used other exercise modalities such as stretching
(Rehfeld et al., 2018), stretching and proprioception (Tarazona-Santabalbina et al., 2016),
or stretching and motor fitness (Vaughan et al., 2014) (Table 2.5).

Every included MMT intervention measured BDNF concentration (n = 4), but only one
demonstrated a significant increase in concentrations post-intervention (Vaughan et al.,
2014). However, two MMT interventions showed improvements to cognitive

performance in at least one domain (Rehfeld et al., 2018; Vaughan et al., 2014).
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2.2.7 Sex Differences

All of the three studies that only included males resulted in a significant increase in
neurotrophic factor concentrations and also showed significant increases in cognitive
scores (Cassilhas et al., 2007; Kohanpour and Peeri, 2017; Tsai et al., 2015). The one
study measuring sex differences in the same sample showed significant increases in
neurotrophic factor concentrations in males, however no significant improvements were
seen in the cognitive scores. Conversely, the females in this sample exhibited
significantly improved cognitive performance, but did not show changes in neurotrophic
concentrations (Baker et al., 2010b). Two of the three studies that exclusively recruited
females did not show any significant changes to blood marker concentrations (Chupel et
al., 2017; Damirchi et al., 2018). Significant improvements in cognitive performance
were elicited for two thirds of the female-only trials (Chupel et al., 2017; Vaughan et al.,
2014).

2.2.8 Cognitive Performance after Exercise

In total, 11 out of 18 interventions increased performance in at least one cognitive
domain. Specifically, complex attention improved in seven and eight of nine
interventions in males and females, respectively (Alghadir et al., 2016; Baker et al.,
2010a, b; Cassilhas et al., 2007; Rehfeld et al., 2018; Tsai et al., 2015; Vaughan et al.,
2014); executive function improved in three and four of six interventions for males and
females, respectively; learning and memory improved in four and four of nine
interventions for males and females, respectively; language improved in two and three
interventions for males and females, respectively (Alghadir et al., 2016; Baker et al.,
2010b; Vaughan et al., 2014); perceptual-motor function improved in two and two of two
interventions for males and females, respectively (Alghadir et al., 2016; Fragala et al.,
2014); and global cognition improved in three and three of five interventions for males
and females, respectively (Chupel et al., 2017; Kohanpour and Peeri, 2017; Muscari et
al., 2010; Ruiz et al., 2015; Tarazona-Santabalbina et al., 2016).
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Seven trials performed correlation analyses of changes in blood marker concentrations
and cognitive performance (Alghadir et al., 2016; Damirchi et al., 2018; Erickson et al.,
2011; Fragala et al., 2014; Maass et al., 2016; Ruiz et al., 2015; Tsai et al., 2015). CRP
had a strong negative correlation with every cognitive domain in one trial (Alghadir et al.,
2016). BDNF did not have a significant correlation with cognitive performance
(Damirchi et al., 2018; Erickson et al., 2011; Fragala et al., 2014; Ruiz et al., 2015). IGF-
1 was had a moderate positive correlation with learning and memory (Maass et al., 2016)
and complex attention (Tsai et al., 2015) performance. One trial found that BDNF was a
mediator of the exercise-executive function relationship as a function of age (Leckie et
al., 2014).

2.2.9 Meta-Analyses Results

Studies examining changes following aerobic training in CRP, IL-6, and VEGF did not
meet the minimum criteria of at least three independent studies. However, eight
independent studies examined BNDF concentrations in individuals assigned to control or
active experimental conditions, and were therefore included in the meta-analysis
(Damirchi et al., 2018; Erickson, 2010; Fragala et al., 2014; Kohanpour and Peeri,

2017; Leckie et al., 2014; Maass et al., 2016; Tarazona-Santabalbina et al.,

2016; Vaughan et al., 2014).

2.2.10 Weighted Results

As evidenced in Figure 2.4, of the eight studies, only one (Kohanpour and Peeri, 2017)
yields results that favour the hypothesis that the experimental group has higher BDNF
concentrations post intervention (relative to the control group). This is evidenced by the
fact that the 95 % confidence interval wings extend entirely within the right hand side

of Fig. 4. It is critical to note that while the results of this study are uniquely
heterogeneous relative to the other seven studies—the sample size of Kohanpour and
Peeri (2017) is very small (N = 10 in each group)—thus it had a low overall weight in the

model. Conversely, the studies with the highest sample sizes (Erickson, 2010; Tarazona-
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Santabalbina et al., 2016)—and therefore overall weights—demonstrate no particular

trend in either direction.

56


https://www.sciencedirect.com/science/article/pii/S0047637421000038?via%3Dihub#bib0245

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Damirchi 2018 112241 542686 11 1,374 506.83 ] B.9% -0.35[-1.24, 0.54]
Erickson 2010 2377 .04 [<1] 2404 1083 B0 19.7% -0.03 [-0.39, 0.33] -
Fragala 2014 286 14 13 7.8 11.2 12 8.3% 0.06 [-0.73, 0.84] E
Kohanpour 2017 19284 5951 10 11109 24149 10 5.2% 1.72[0.66, 2.78]
Leckie 2014 24 06778 7E1449 47 2167424 86847 45 17.6% 029012, 0,70 T
Maass 2016 16,9178 659536 21 184712 72828 18 11.4% -0.21 [-0.84, 0.41] e
Tarazona-Santahalhina 2016 a7 1 381 a1 0.7 385 49  18.3% 017 [-0.23, 0.56] -1
Yaughan 2014 a2 1.8 25 4.7 2.4 23 12.7% 0.23[-0.34, 0.80] e
Total (95% CI) 238 227 100.0% 0.15[-0.11, 0.41] ?

I

Heterogeneity: Tau®= 0.06; Chi®=12.50, df= 7 (P = 0.09);, F= 44%

Test for overall effect: Z=1.12 (P = 0.26)

-2 -1 1 2
Reduced BDMF Post IV Increased BOMF Post IV

Figure 2.4 Forest Plot of Meta-Analysis. BDNF = Brain Derived Neurotropic Factor; 1V = Intervention.
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2.2.11 Overall Effect

Across the eight studies, there is a moderate degree of heterogeneity (12 =44 %), thus the
findings should be interpreted with caution. The overall results are slightly in favour of
the hypothesis that aerobic exercise yields higher BDNF concentrations, as compared to
control exercises. But importantly, as depicted in Fig. 4, there is some overlap across the
center line of no effect. This indicates that the overall effect is not completely indicative
of increased BDNF post intervention and this is confirmed statistically, as the test of the

overall effect is not significant, Z=1.12, p=.26.

2.3 Discussion

This systematic review and meta-analysis investigated the effects of physical exercise on
inflammatory and neurotrophic biomarker concentrations in clinical trials that aimed to
improve cognition as a primary outcome. We found that exercise interventions,
independent of the modality, were associated with changes in neurotropic and
inflammatory blood marker concentrations in 8 of the 18 trials. IGF-1 was the most
responsive to exercise, independent of modality. Aerobic training primarily increased or
did not change BDNF concentration while resistance training increased IGF-1
concentration. MMT interventions elicited changes to BDNF in one of four trials. Males
demonstrated greater blood marker changes in response to exercise. Finally, 11 of 17
trials resulted in an improvement in at least one domain of cognition and 5 (46 %) of
those trials also demonstrated positive changes in biomarker concentrations. IGF-1
showed moderate positive correlations with LM and CA, while CRP was negatively
correlated with all cognitive domains in one trial. There were no significant correlations

between BDNF and cognitive outcomes.

Since the time of running this search (January 2019), two large scale studies have been
published (as of December 2020) that show similar trends. Specifically, a study in which

146 participants were randomized to receive either aerobic training, cognitive training,
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mindfulness training, or an active control found that the aerobic training group did not
show significant changes in BDNF following the intervention (Ledreux et al., 2019).
Similarly, another recently published study with 112 nursing home residents in Spain
discerned that multimodal training did not significantly change BDNF concentrations in
the intervention condition (Arrieta et al., 2020). These findings are consistent with the
findings of our systematic review indicating that BDNF concentrations either

increase or remain unchanged following aerobic or MMT interventions.

Lastly, although our systematic review excluded RCTs in which the intervention
consisted of only one acute, single bout intervention session, a recent study found a
significant increase in BDNF concentrations following an acute bout of high-intensity
exercise (Devenney et al., 2019). This, too, is consistent with our findings that AT either

increases or does not change BDNF concentrations.

2.3.1 Effects of Exercise Modalities on Blood Markers and
Cognition

AT was the most commonly studied intervention strategy (n =9), followed by MMT
(n=15), and RT (n=4). The AT interventions were associated with positive changes in
BDNF and improved cognitive performance in six of the nine trials. Two RT
interventions increased IGF-1 concentrations, but all four RT interventions improved
cognitive performance. Interestingly, only one of five MMT intervention led to
significant increases in BDNF concentration and two trials improved cognitive

performance.

Consistent with the results of this review, previous research has suggested that AT
increases BDNF concentrations, while RT primarily functions to increase IGF-1
concentrations (Cassilhas et al., 2012). As all MMT programs in this review utilize both
RT and AT, we can expect that a more interactive cascade can be driving the observed
cognitive improvements. Thus, more comprehensive measurements of neurotrophic and
inflammatory markers are necessary to delineate the potentially divergent mechanisms

that mediate MMT-induced cognitive improvements.
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Recent systematic reviews and meta-analyses measuring the effect of exercise on
biomarkers in older adults with MCI or dementia reported that exercise significantly
increased BDNF concentrations and significantly decreased IL-6 and tumor necrosis
factor-a. (TNF-a) concentrations (Stigger et al., 2019). These results may relate to the
relatively low baseline concentration of neurotrophic factors (Xie et al., 2019) or high
concentrations of inflammatory cytokines in individuals with MCI or dementia (Oztiirk et
al., 2007), compared to healthy older adults. This may indicate that participants who have
cognitive impairments have more room to ameliorate concentrations of neurotrophic and
inflammatory markers after longitudinal exercise, while cognitively intact participants
may be limited by a ceiling effect. However, data from the studies that recruited
participants with MCI (n =4) did not suggest that exercise was more effective at
increasing or decreasing growth factor and inflammatory cytokine concentrations,
respectively, for participants with cognitive impairments (Baker et al., 2010b; Fragala et
al., 2014, Tsai et al., 2015). Previous reviews of exercise effects on neurotrophic and
inflammatory concentrations were limited by the number of trials and heterogeneity,
especially when considering the complexity and interactive nature of the variables
(Stigger et al., 2019). Notably, the Stigger et al. (2019) review did not include studies
with healthy control participants—Dbut ours did. Additionally, like the Stigger et al.

(2019) review, we also conducted a meta-analysis on the data extracted.

Overall, the results of the meta-analysis suggest a minimal trend towards increases in one
growth marker (BDNF) following aerobic exercise. This finding, however, is not
statistically significant. Heterogeneity across studies paired with small sample sizes and
the lack of studies meeting our inclusion criteria that examine biological markers aside

from BDNF strongly suggest that this field is wanting of more robust research.

One hypothesis explaining the heterogeneity in biomarker concentrations post
intervention across studies may be the variability in exercise parameters (see Table 2.6).
Generally, there was considerable variability across all exercise parameters (frequency,
intensity, time, type, volume, and progression). For example, total volume of exposure
across studies ranged from 15—325 min per week; thus, in some studies, volume of

exercise intervention exposure was less than the recommended 150 min per week of
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aerobic activity for older adults (https://csepguidelines.ca/adults-65/) to 240 min per
week. The variability observed across studies in exercise training exposure does not
appear to explain the differences across studies in blood marker concentrations post
intervention. For example, the Kohanpour and Peeri (2017) study showed a robust
increase in BDNF concentrations following intervention; however, exposure to the
exercise intervention occurred over only 12 weeks. In contrast, Erickson et al.

(2011) and Leckie et al. (2014) conducted their exercise intervention sessions over an
entire year. But despite this prolonged exposure, increases in BDNF concentrations post
intervention were smaller relative to those observed in other studies (i.e., Kohanpour and
Peeri, 2017). Taken together, what these data indicate is that differences across studies in
intervention exposure (exercise frequency) do not appear to shed light on the variability

observed across studies in biomarker changes post intervention.

2.3.2 Discussion of Sex Differences

There were notable sex differences in changes to biomarker concentrations in trials that
exclusively recruited one sex, as well as the single trial that analyzed sex-differences in
their sample. In particular, every male-only cohort (n = 3) exhibited increases in
neurotrophic factor or decreases in inflammatory markers that accompanied significant
improvements in cognition (Cassilhas et al., 2007; Kohanpour and Peeri, 2017; Tsai et
al., 2015), but there was no correlation between changes in blood marker and cognitive
function when analyzed (Tsai et al., 2015). Also, the single trial that measured sex
differences within their sample found significant improvements to neurotrophic factor
concentrations in the male, but not the female participants (Baker et al., 2010Db).
Interestingly, none of the female-only cohorts (n = 3) showed changes to blood marker
concentrations (Chupel et al., 2017; Damirchi et al., 2018; Vaughan et al., 2014).

The sex-specific biomarker responses might be related to the different exercise modalities
performed. In particular, two of three female-only cohorts participated in MMT; the only
modality that did not elicit any changes to blood marker concentrations. Also, no female
samples exclusively participated in AT. Alternatively, two of three male-only cohorts

participated in RT, which was the modality exhibiting the greatest proportion of positive
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changes to blood marker concentrations and cognitive scores. Interestingly, trials utilizing
RT were mostly composed of male participants, suggesting that sex might moderate the
positive neurotrophic outcomes of RT. Thus, the sex differences might be confounded by
the lack of equal representation of sexes across exercise modalities, or potential sex-
related moderation. Alternatively, there are sex-specific differences within the aging
process (Barha and Liu-Ambrose, 2018; Gordon et al., 2017), which may be related to the
sex-specific responses to intervention strategies. This has been addressed by recent
studies investigating how pre-frail older females respond to free-weight resistance
training interventions to reduce frailty and improve functional capabilities with promising
results (Bray et al., 2019a, 2019b). Therefore, increased attention to the sex-specific
responses to exercise is imperative to improve understanding of this complex

relationship.

There is a growing body of literature examining sex-specific responses to exercise
interventions implemented in older adults at risk for dementia (Barha and Liu-Ambrose,
2018). For example, results from a recent systematic review and meta-analysis indicate
that exercise intervention studies in which samples are predominantly female show more
robust benefits on executive function than those with fewer female participants (Barha et
al., 2017). These data suggest that the cognitive domains involved in executive
functioning in women may be more sensitive to the neurological cascade resultant of
exercise interventions. Additionally, there is evidence suggesting that there may be an
interaction between the type of exercise intervention and sex on cognitive outcomes.
Aerobic exercise, for example, appears to be more effective in producing cognitive
benefits to women than to men (Colcombe and Kramer, 2003). Taken together, the
literature suggests that sex is a critical factor to consider in studies examining neutrally

mediated cognitive outcomes of exercise interventions in aging populations.
2.3.3 Cognitive Performance Outcomes

In total, 11 out of 18 interventions augmented at least one domain of cognition. More
specifically, exercise preferentially improved complex attention in seven and eight out of

nine interventions in males and females, respectively, and improved perceptual-motor
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function in two of two interventions. These findings strengthen the relationship between
exercise and cognition, especially in perceptual-motor function, which was the least
measured cognitive domain in this review. Other domains showed only moderate
modulation by exercise. Out of the exercise modalities, RT interventions were the most
effective in augmenting cognitive performance. Further, RT elicited cognitive benefits in
complex attention, learning and memory, perceptual-motor function, and global
cognition. Recent research investigating the effect of RT on cognition in older adults also
demonstrates this relationship. In particular, a systematic review by Li et al. (2018)
examined the cognitive effects of RT on older adults. Similar to our review, their results
indicated that longitudinal RT interventions significantly improved executive function

and global cognition performance.

From the seven trials that analyzed correlations between the changes in blood marker
concentrations and cognitive outcomes, IGF-1 seems to have the strongest correlation
with cognitive performance, showing moderate positive correlations to complex attention
(Tsai et al., 2015) and learning and memory (Maass et al., 2016). The relationship
between IGF-1 and cognition is inconsistent. For example, some work has shown that
IGF-1 is positively correlated with cognition (Okereke et al., 2006) but others suggested
that it is negatively correlated with cognition (Stein et al., 2018). Further, it has been
suggested that moderate, as opposed to a high or low, concentrations of systemic IGF-1 is
correlated with positive cognitive outcomes (Tumati et al., 2016). Thus, further research
is needed to evaluate the correlation between IGF-1 and cognitive outcomes after

exercise.

Surprisingly, in the four trials that performed correlation analyses, no correlations were
found between the changes in BDNF and cognitive outcomes. However, consistent with
previous literature (Vaynman et al., 2004), BDNF was shown to be a mediator of the
exercise-cognition relationship in one trial (Leckie et al., 2014). To establish more a
concrete understanding of how growth factors correlate with cognition, more
comprehensive neuropsychological assessments, growth factor measurements, and

appropriate statistical analyses should be utilized.
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2.3.4 Future Studies

This systematic review exposed gaps in the literature. Future research should focus on the
effect of exercise on multiple neurotrophic and inflammatory markers simultaneously,
while measuring cognitive performance. An ongoing RCT is examining the effect of
MMT on BDNF, IGF-1, VEGF, IL-6, CRP and cognitive performance in older adults
consisting of 200 participants with MCI and may help to decipher the role of these
neurotrophic and inflammatory markers (Montero-Odasso et al., 2018). Further, research
should be developed to specific exercise modalities. In addition, the role of sex-related
factors, such as hormone concentrations and their interactions with neurotrophic and
inflammatory blood markers, is a potential avenue for further research in this topic.
Additional reasons for the contrasting findings may be related to the diversity of
participants in each study. That is, future studies examining varying ethnic backgrounds
or comorbidities in the populations under study may offer fruitful insights in explaining
the mixed findings. However, in the present study, the majority of selected studies were
similar with respect to demographic characteristics such as ethnic background and
comorbidities. Finally, difference across studies can also be related to the target
population and when the intervention was provided across the spectrum of the decline.
Future research focusing on the timing in which interventions are implemented in

individuals at risk for developing dementia may provide interesting findings.

2.3.5 Limitations

Our review has limitations. Firstly, it is possible that our search strategy missed relevant
material in our selected databases. Additionally, the included studies were heterogeneous
in terms of exercise modalities and parameters, preferred blood markers, sample sizes,
cognitive domains measured, and analyses employed. Also, given the limitations of the
published studies, we reported results as “increase” or “decrease,” which limited the
examination of the relative effect size of each intervention. Further, only extracting
results of significance from the trials means that large samples sizes are required, but not

obtained, in all individual studies to prevent Type Il errors. Also, the number of studies in
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our review was limited by a lack of available literature that measured both the changes to

concentrations of blood markers of interest and cognitive performance.

Regarding our meta-analyses, the eight included studies were limited by small sample
sizes, with sample sizes ranging from N = 10 per condition to N = 60 per condition, with
an average sample size of 29 individuals per arm across studies. In addition, studies were
highly heterogeneous, requiring a high degree of caution in interpreting the results. The
absence of trials that included the mean change values for inflammatory blood markers
limited our ability to perform any additional meta-analyses. And finally, trials
preferentially measured single blood markers (typically BDNF or IGF-1) in the majority

of cognitive trials and lacked measurements of inflammatory markers.

2.4 Conclusion

Exercise has an effect on the serum concentrations of neurotrophic and inflammatory
marker in cognitive trials. Specifically, AT primarily increased or did not change the
concentrations of BDNF, while RT increased or did not change the concentrations of
IGF-1. A small number of trials demonstrated changes in biomarkers may be sex specific,
as males exhibited greater increases in neurotrophic biomarker concentrations after
exercise interventions than females. This systematic review was limited by heterogeneity
of exercise modalities and parameters, as well as the variability in the measurements of
blood markers and cognition. Despite the limitations, this is the first review to examine
and compare the effect of the type of exercise on neurotrophic and inflammatory markers
on cognition in older adults. Based on the gaps detected, we suggest that further research
on the effect of exercise on cognition should simultaneously measures neurotrophic and

inflammatory markers, to gain a more comprehensive understanding of this relationship.
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