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Executive functions (EFs) are a thoroughly characterized set of high-level cognitive abilities
that contribute to a person’s ability to pursue, maintain, and modify goals. A popular theoreti-
cal model of EFs - the unity and diversity model - describes the variety of laboratory tasks used
to measure EF as having shared components (unity) and components specific to subsets of tasks
(diversity). A fundamental question in the field of cognitive neuroscience is what brain character-
istics underlie the wide array of high-level cognitive skills and abilities, like the unity and diversity
aspects of EF, that vary across the population but are stable within an individual. The develop-
ment of methodologies such as functional magnetic resonance imaging (fMRI) has contributed to
a surge in interest in this fundamental question. Resting-state fMRI, in particular, characterizes
the stable oscillatory behavior of the blood oxygen level dependent signal when individuals are not
directed overtly to perform a particular task. As such, resting-state fMRI is a non-invasive and
minimally-demanding protocol offering the potential to make predictions about individual differ-
ences in cognitive functioning. We present results from several resting-state analyses of two large
data sets (n = 91 and 251). Participants in each sample were scanned without being overtly directed
toward a particular mental task set and administered a battery of EF tasks that measured three
EF constructs from the unity and diversity model - the general ability to maintain goals and task
sets (common EF), abilities related to fluidly shifting between task sets (shifting-specific EF), and
the ability to add to or delete from the contents of working memory (updating-specific EF). The
resting-state analyses used here quantify the dynamics of the resting brain at two complementary
spatial scales - at the level of networks and individual regions. Taking the results of these net-

work and regional connectivity analyses together, we provide a new perspective on the neural bases



iv
of EFs that complements our understanding of the mechanisms of cognitive control (as assessed
using the computational modeling approach) and the areas implicated in online cognitive control
(as assessed by the brain mapping approach via fMRI studies of demanding versus non-demanding
conditions). First, individual differences in common EF were associated with the intensity of the
frontoparietal network at rest and connectivity among networks of regions implicated in high level
cognition (both “task-positive” and “task-negative” networks). Because common EF captures vari-
ance in a wide array of cognitive tasks, these features perhaps underlie the unity of the neural basis
of EFs. The diversity aspects from the unity and diversity model of EF are also associated with
variation in separable neural substrates as assessed by resting-state connectivity. Individual differ-
ences in shifting-specific EF were associated with a more spatially distributed set of resting-state
connectivity measures than task-based neuroimaging studies may lead one to believe, for example,
the spatial extent of a network of regions implicated in top-down biasing and the diversity of con-
nections in sensorimotor cortex. Individual differences in updating-specific EF are not supported by
variation in resting-state networks in the way common EF and shifting-specific EF are but rather
by variation in a limited set of graph theoretic properties of individual regions. Some results for
updating-specific EF are novel, such as a less integrated frontal pole being associated with higher
updating-specific EF ability, while others are in agreement with findings from the computation
modeling literature which suggests updating depends upon connectivity of dorsolateral prefrontal
cortex. Our work builds upon those findings by showing that not only do the mechanisms of work-
ing memory updating depend upon a certain type of connectivity, but variation in the degree to
which individuals can update is associated with how connected dorsolateral prefrontal cortex is to
a diverse set of other brain areas. The results of this dissertation are evidence that assessment of
brain connectivity during the resting state may be a very lucrative avenue for a more thorough

understanding of individual differences in ability.
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Chapter 1

Introduction

Summary

The neurobiological etiology of high-level cognitive functions is not well under-
stood. Most studies of the neural basis of executive functions focus on the online ac-
tivations and roles of a variety of frontal and parietal cortical areas. But there almost
certainly exists distinct differences in the brains of high versus low functioning individ-
uals when those individuals are not actively engaged in high-level cognition. Resting-
state fMRI is a methodology used to study correlated hemodynamic response across
the whole cortex while individuals are not engaged in an experimentally-directed task
set. This measured “functional connectivity” is reliable, reflects actual correlated
neural activity across the brain, has been useful in the clinical realm to differentiate
affected individuals from controls, and complements measures of individual differences
in brain anatomy (e.g., cortical thickness, folding) and anatomical connectivity (e.g.,
diffusion tractography). Because functional connectivity offers many high quality mea-
sures of individual differences in functional brain organization, it is a good candidate
for studying how individuals with high versus low executive function ability differ
from one another. In this chapter we describe the motivation for three related and
complementary analyses to determine how variation in resting-state network and sub-
components of those networks is associated with individual differences in executive
functions.

1.1 A Review of the Neural Basis of Executive Functions According to

Task-based Neuroimaging

Executive functions (EF) are a set of abilities that allow for the directed pursuit, maintenance,
and modification of goals (Banich, 2009). Executive functions are implicated is a wide range of
everyday behaviors (e.g., overriding habits or dealing with novelty) and are altered in a large

number of psychiatric and neurological disorders (e.g., Barkley| (1997); |[Nieuwenstein et al.| (2001])



and for a recent comprehensive review see Snyder et al. (2015)). Based on both the observation of
individuals whose EF's are compromised as a result of localized brain damage (Alvarez and Emory),
2006; Stuss and Alexander} 2000) and on neuroimaging studies that use univariate approaches to
identify those brain regions whose activation increases when EF demands are increased (e.g., Banich
et al| (2000a))), it is generally agreed upon that EF abilities rely preferentially on frontal cortex.
But these observational and group average neuroimaging studies provide an incomplete view of the
neural basis of EFs because they have been interested in the areas and neural functions necessary
for EF but have placed less emphasis on determining how variation in neural processes is related
to how individuals differ from one another in EF ability. Importantly, regions implicated in group
average fMRI studies as compared to studies of individual differences need not be the same; | Yarkoni
and Braver| (2010)). The purpose of this dissertation is to build upon years of neuroimaging work
investigating the neural basis of EF's by proposing a set of novel brain features that capture some
of the inter-individual variation in EFs.

One notable aspect of EF is that it is known to vary substantially across individuals (Miyake
and Friedman (2012) and for a more recent review see |[Friedman and Miyake| (2016])). Research
on individual differences, including studies utilizing behavioral genetics techniques, has provided
a theoretical framework from which to consider how individuals differ in their EF abilities. One
prominent theory, the unity and diversity model, derived from intercorrelated patterns of perfor-
mance across individuals on multiple measures of EF, posits that EF can be well characterized as
consisting of at least three latent factors (Miyake et al., 2000; Miyake and Friedman, 2012). The
first factor is a common EF, representing the unity aspect of the model, on which all EF tasks
load. This factor is thought to represent the general capacity to actively maintain a task goal or
attentional set. The second two orthogonal factors represent the diversity aspect of the model and
are more specific processes above and beyond common EF. Statistically speaking, these factors
are residuals of the EF abilities once common EF has been taken into account. One factor, the
shifting-specific factor (shifting), reflects abilities relating to flexibly shifting between different tasks

or mental sets, while the other factor, the updating-specific factor (updating) indexes the process



of rapidly adding or deleting information from the current contents of working memory. The lack
of an inhibition-specific factor reflects a recent update to the unity and diversity framework that
highlighted the complete overlap of common EF and inhibition-specific variance in behavioral tasks
in several samples of adults and adolescents (Miyake & Friedman, 2012). Another goal of the work
highlighted in this dissertation is the determine whether or not the neural underpinnings of EF have
unity and diversity as well - that is, is inter-individual variation in common EF, shifting-specific
EF, and updating-specific explained by the same or distinct neural features.

Neuroimaging studies examining brain activation while performing a variety of EF tasks sug-
gest that these three EF factors are likely to be supported by overlapping yet somewhat distinct
brain systems. One of the most dominant findings across many studies of distinct EF tasks in an
fMRI or PET context is the presence of a core network of regions that are more active in demanding
versus less-demanding EF conditions. This network of regions is referred to as the frontoparietal
network throughout this manuscript because the primary regions within this network are lateral
frontal (e.g., dorsolateral prefrontal cortex (DLPFC), inferior frontal gyrus (IFG), etc.) and lat-
eral parietal regions. This same network has several alternative names in different niches within
cognitive neuroscience: frontoparietal control network (the “control” added to signify the organi-
zational role the network plays as a “controller”), frontocinguloparietal network (noting frequently
overlooked insular coactivation), task control network, task positive network, executive control net-
work, cognitive control network, among others. The impression that the three EF factors of the
unity and diversity model rely on overlapping brain regions was supported by a positron emission
tomography (PET) study performed by |Collette et al.| (2005), who directly investigated which brain
regions consistently activate across all subjects for a variety of EF tasks similar to those typically
employed by Miyake, Friedman, and colleagues. |Collette et al. (2005 observed that on average
across all individuals the left superior parietal gyrus and the right intraparietal sulcus, and to a
lesser degree, mid- and inferior prefrontal regions activated for all EF tasks. Others have noted the
domain general activation of the frontoparietal network in detailed metaanalyses of imaged cogni-

tive control tasks (Niendam et al., [2012; Fedorenko et al. |2013). Modern neuroimaging tools, such



as the metaanalysis platform Neurosynth, allow a systematic review of the recent neuroimaging
literature. Figure shows a metaanalytic coactivation network of frontal and parietal regions
(as well as some insular areas) that emerges from a metaanalysis of 485 EF-related studies. This
map was automatically generated by Neurosynth after a 200 dimensionality topic analysis was
performed on the database of 11,406 studies. This particular topic (topic 22 from the 200 topic
analysis) included terms such as “executive”, “working”, “memory”, “load”, “maintenance”, and
many others. One important and central question after reviewing the abundance of neuroimaging
studies touting the importance of the frontoparietal network is whether or not the degree to which
individuals vary in the integrity of the frontoparietal network is related to their ability on EF tasks.

Although the frontoparietal network emerges as the key set of regions necessary for EF,
there are also theorized specialized roles for individual regions within the network. These roles
may be common to all EF tasks (e.g., maintaining goals or rules of a certain task) or specific to a
subset of EF tasks (e.g., only ones involving updating of working memory). The ability to actively
maintain a task goal is thought to rely on areas of lateral prefrontal cortex extending from BA 10
through mid-dorsolateral prefrontal cortex (Banich, 2009; Braver, 2012; Herd, Banich, & O’Reilly,
2006b; Sakai, 2008), potentially including the anterior cingulate and frontal operculum as well
(Dosenbach et al.,[2008). Set shifting, which requires adapting to changes in task, appears to engage
more posterior regions of dorsolateral prefrontal cortex (e.g., inferior frontal junction) as well as
parietal regions (e.g., intraparietal sulcus; Derrfuss, Brass, Neumann, & von Cramon, 2005; Wager,
Jonides, & Reading, 2004). Working memory updating has been suggested to involve fronto-striatal
connections and requires input from the basal ganglia (Braver et al., 1997; McNab & Klingberg,
2008; O’Reilly & Frank, 2006). The work of Collette et al.| (2005) also supports the notion that these
three EF constructs are supported by some distinct neural activations. They found left frontopolar
cortex (BA 10) activity was specifically associated with tasks designed to assess updating-specific
EF, while activity of the left intraparietal sulcus was associated with tasks designed to assess
shifting-specific EF. Although no unified theory of the neural mechanisms and activations that

support EF currently exists, there are theoretical models in development. For example, one model



Figure 1.1: Meta-analytic Frontoparietal Network. Figure shows a left lateral projection
of cortical surface with superimposed metaanalytic frontoparietal network - the output from a
mataanalysis of 485 studies (as generated by Neurosynth; [Yarkoni et al.| (2011)) whose content and
psychological constructs of interest fell within the realm of executive function and other high level
cognitive abilities.




is shown in Figure (Banich, [2009). Taken together, these studies demonstrate the variety of
cortical and subcortical regions implicated in these different aspects of EF. Moreover, they provide
information on the brain regions that are likely to act as key nodes in the brain for each of these
distinct EF factors, and across them more generally. The above studies support the idea that
different EF constructs may preferentially depend upon the integrity of different subcomponents of
the frontoparietal network or possibly other brain regions - an idea we investigate with the studies
presented in Chapters 2 and 3.

Studies of task-related activation have provided us with a firm understanding on the neural
machinery required to perform EF tasks, but they do not always comment on how individuals
vary from one another in EF ability. One thing to consider is that the importance of specific
networks and regions in group average neuroimaging studies does not mean those same regions are
equally important for differentiating higher versus lower performing individuals from one another
(Yarkoni and Braver, 2010). Moreover, studies of task-related activation do not comment on
how the brain’s intrinsic structure, connectivity, and function supports EF or variation in EF
ability. This is a central question that is addressed in this dissertation. A review by [Braver
et al.| (2010) highlights several experimental design goals for cognitive neuroscience approaches
to studying individual differences. One technique that would satisfy most of these requirements
is a large study of individual differences in intrinsic brain connectivity as those differences relate
to variation in stable behavioral measures of EF ability (assessed using the unity and diversity
constructs discussed previously). We pursued this idea by performing a series of studies using
resting-state functional magnetic resonance imaging to investigate how individual differences in

brain organization and connectivity support EF.

1.2 Using Resting-state fMRI to Better Understand Cognition

Resting-state functional magnetic resonance imaging (rs-fMRI) is a tool to that can be used
to index the functional dynamics between brain regions while participants are not engaged in a

particular task. One new and potentially powerful use of rs-fMRI is to investigate how this intrinsic



Figure 1.2: Theoretical Model of Roles for Components of Frontoparietal Network.
Sample model presented to show proposed specific roles for regions within the frontoparietal network
in the context of the Stroop task (i.e., cognitive control over representations of color (c¢) and word
processing (w)). Although the model, as presented, highlights the roles of lateral frontal and
anterior cingulate cortex, the importance of lateral parietal cortical areas as lower-level centers of
cognitive control is tacitly endorsed. This model was used as an example with permission. More

details can be found in (2009).




activity in the brain is related to the diversity of an individual’s cognitive skills/abilities. A broad
review of 125 studies by |Vaidya and Gordon| (2013) showed rs-fMRI is related to variation in
cognition, perception, motor skills, personality, language, impulsivity, and decision making within
the neurologically normal population. Before discussion of the cognitive-relevance of rs-fMRI, a
thorough discussion of the methodology itself is needed.

Since the inception of fMRI, a prominent usage of the methodology has been the investigation
of a psychological state of interest controlling for response in a baseline condition (i.e., a subtraction
design (Donders, |1969) (Donders, 1969); neuroimaging implementation, (Petersen et al., 1988)).
One popular baseline condition is the viewing of a simple fixation cross as a low-level visual control
condition. Early interest in what is now referred to as the resting state arose from several fMRI
and PET studies in which activations were noticed while participants were viewing this fixation

cross (Buckner et al., 1996; 1995).

“Although the fixation task was intended as a low-level control task, it nevertheless
may require distinct processing resources” {Buckner et al.| (1995])

When individuals are instructed to passively view a fixation cross, distinct networks of widely
separated brain regions can be identified as sharing similar temporal patterns of functional activity
(Fox and Raichlel [2007; Raichle et al.,|2001)) - a phenomenon often referred to as resting-state func-
tional connectivity. Regions that are functionally connected at rest show strong correspondence
with regions that tend to co-activate during performance of tasks (Smith et al.,[2009)). Resting-state
networks are often grouped into families such as “task positive” networks like the frontoparietal
resting-state network - a network of lateral frontal and parietal regions which coactivate together at
rest and typically increase in activation during difficult, externally-directed cognitive control tasks
compared to baseline - or “task negative” networks like the default network - a network of regions
which coactivate at rest and typically decrease in activation during demanding, externally-directed
cognitive control tasks compared to baseline. The similarity between resting-state networks and
statistical maps from task-based fMRI studies suggests one of several possibilities: 1. functional

connectivity is the result of a history of coactivation while performing certain mental operations,



2. functional connectivity is the result of ongoing processing (i.e., processing related to ongoing
thoughts and/or internally directed task sets), 3. functional connectivity is the result of carryover
effects from recent activity (i.e., task set inertia), or 4. functional connectivity at rest emerges from
some combination or interaction of the above. We provide a model of influences on relationships
between rs-fMRI and behavior in Figure While only preliminary work has investigated the ac-
tual neural mechanisms underlying resting-state functional connectivity (i.e., globally propagated
calcium signal waves; Matsui et al. (2016)), strong test-retest reliability, usefulness in differenti-
ating clinical from non-clinical participants, and a diverse set of potential analyses has pushed
the field toward the unofficial consensus that rs-fMRI likely represents some intrinsic aspect of a
individual that may have utility in differentiating among individuals on a variety of dimensions

(psychopathology, high versus low ability, etc.).

Figure 1.3: Proposed Model of Influences on rs-fMRI.

What influences brain-behavior relationships?

Possible State Influences: Possible Trait Influences:
» Ongoing thoughts » Genetic Heritage
Recent activity/task " | - History of activity/practice
sets + Unknown neurobiological factors

‘\/

Relationships between rs-fMRI and behavioral individual differences

Resting-state fMRI has become the topic of considerable interest for a variety of reasons.
First, it is possible to analyze rs-fMRI data in a number of ways that can provide diverse insight
into the disorder or behavior of interest. The broadest distinction that can be made between
rs-fMRI analysis techniques is between analyses that summarize the resting session in a static
manner and those that provide a dynamic description of the scanning session. Development of
the latter techniques is so recent that no study has investigated the relationship between dynamic
connectivity and individual differences in behavior; thus, all manuscripts discussed in the current

review are static in nature. Some of these studies probe functional connectivity of a single a priori
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region of interest to the rest of the brain (i.e., seed-based, whole brain functional connectivity) while
others investigate functional connectivity of a set of brain networks (e.g., as assessed by independent
components analysis; see Margulies et al.| (2010]) for review of the many techniques). Additionally,
a growing number of studies have adopted a graph theoretic perspective, which summarizes the
connectivity profile of regions in ways similar to the means of describing the nodes of a social
network. Each technique allows one to ask a very specific question about the nature and function of
the resting brain, and the choice of using one or multiple techniques depends on how one thinks the
particular behavior-of-interest may manifest, over time, in the resting-state functional connectivity.
See Figure for a brief review of each technique.

A second reason for the considerable interest in rs-fMRI is the demonstration of reliability
within an individual across multiple time points. Test-retest reliability of a neuroimaging measure is
an essential component of the ideal design goals set for studies investigating individual differences
according to Braver et al. (2010). Here we review the reliability literature with a focus on the
distinction between network/whole brain reliability and individual region reliability. It should be
noted that not all rs-fMRI analyses discussed in the main review of this manuscript have been
subjected to test-retest reliability analysis at this point. |Zuo et al| (2010) were among the first
to look at within-individual test-retest reliability of rs-fMRI, specifically the stability of resting-
state networks derived from a group level independent components analysis (ICA). They found
that resting-state network reliability was moderate-to-high at both short (45 minute) and long
(5-16 months) retest intervals. Moreover, networks of interest to cognitive neuroscientists, such as
fronto-parietal and default networks, were among those with the highest reliability. This work was
replicated by |Choe et al.| (2015) who found high test-retest reliability in the frontoparietal network
over a large 3.5 year testing window. Another group found, in a group of older adults, that resting-
state networks had moderate one year test-retest reliability (ICC > 0.4 for all networks, Guo et al.
(2012)). [Wang et al.|(2011a) found local graph theory measures (i.e., measures that summarize the
connectivity characteristics of a single region) are more reliable than global measures (i.e., those

measures that summarize the connectivity characteristics of those whole brain; Wang et al., 2011),
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Figure 1.4: Possible questions to ask of rs-fMRI data in a cognitive context. Resting-state
methods used in the following chapters of this dissertation are highlighted in red text. Methods used
to investigate individual differences can also be used in a clinical context to differentiate affected
from unaffected individuals or to predict symptom severity.
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suggesting the connectivity profile of individual regions is rather stable while summary measures of
whole brain connectivity may be prone to larger changes over time. Another group found reliability
of graph theory metrics ranged from minimally reliable to strong reliability (ICC up to 0.763) with
dependency on the chosen band pass filter, certain preprocessing steps, and the metric of interest
suggesting, like many fMRI analyses, the results are sensitive to the chosen preprocessing strategy
(Braun et al., 2012). |Cao et al. (2013) found a variety of common graph theoretic measure had
moderate to high 2-week test-retest reliability and that their reliability was higher than those same
measures calculated on data from task-based fMRI paradigms. In summary, because network-
based and individual region analyses of rs-fMRI data are moderately to highly reliable within
an individual at short and long retest intervals, they are best suited for analyses that test the
relationship between rs-fMRI and behavior. Special care should be taken when dealing with global
graph theory measures of rs-fMRI data as only a single study has probed test-retest reliability of
these measures.

Finally, there is large body of literature indicating RSNs are altered across a plethora of
neurological and clinical populations, including Alzheimer’s disease, schizophrenia, depression, at-
tention deficit hyperactivity disorder, and others (for reviews see|Greicius (2008);[Zhang and Raichle
(2010)). This characteristic of resting-state networks provides the possibility that a relatively short
fMRI scan might be helpful either with regards to diagnosis (i.e., distinguishing affected from un-
affected individuals) or prognosis (i.e., clinical severity) of certain clinical disorders. A thorough
meta-/re-analysis of the clinical resting-state literature, as performed by |Castellanos et al.| (2013)),
showed that predictive modeling using resting scans is highly accurate in differentiating affected
from unaffected individuals in many of the previously mentioned clinical conditions.

All this being said, the number of studies that use rs-fMRI to better understand individual
differences in cognition in a normal population is only a small portion of all resting-state fMRI
studies (see Figure . To better understand the features that might be most related to individual
differences in EF, we searched PubMed for publications that used rs-fMRI as a predictor of higher

level cognitive functions, in general, such as working memory, planning, attention tasks, inhibitory
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control tasks such as Stroop and Stop Signal task, and intelligence. We limited our literature
review to studies of neurologically normal populations which yielded a total of 20 studies. We
excluded some search results such as studies of creativity and lower-level cognitive processes such
as navigation ability. Additionally, only studies of adults (average age in sample > 18) were
included as any study conducted at CU Boulder would likely include only adults. This literature
review served the purpose of illuminating possible resting-state features of interest that are above
and beyond our clear interest in examining both the integrity of the frontoparietal network as a
whole and also the constituent parts of the frontoparietal network individually. Perhaps there are
overlooked resting-state features that could underly individual differences in either many or a single
specific cognitive domain (i.e., could inform predictions about the unity and diversity of the neural

basis of EF).

1.3 Synthesis of Review of Resting-state and Individual Differences Litera-

ture

For the sake of brevity, we’ve removed the full discussion of each reviewed study from the main
text of this document. In Appendix 1, we fully discuss studies in chronological order but grouped
by laboratory when one group has performed multiple studies. Additionally, we discuss studies of
single behavioral variables before studies that used composites, factors scores, or latent variable
type measures. In summary, for each of the cognitive abilities reviewed, we found converging
evidence from multiple studies for neural mechanisms that may underlie inter-individual differences.
First, for attention processing, we found higher ability is associated with increased integrity of the
executive control network and competition between resting-state networks. For inhibitory control,
individual differences in ability manifest in the homogeneity of frontoparietal and default network
regions. For task set shifting, there was no convergence in methods or specific regions; however,
both of the historical studies reviewed showed altered parietal connectivity in individuals with high
shifting ability. For working memory updating, individual differences in ability manifest in within-

default-network connectivity and default-to-task positive network connectivity. Finally, several
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Figure 1.5: Results of 3 PubMed queries for “fMRI”, “resting-state fMRI”, and
“resting-state fMRI individual differences”.
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of the reviewed studies showed evidence of altered DLPFC connectivity in individuals of varying
intelligence.

Importantly, one connectivity feature emerged as important across multiple behaviors. Within
the domains of attention (Seeley et al., 2007; Kelly et al., 2008; |Mennes et al., 2010]), inhibitory
control (Tian et al., 2013), and working memory (Sala-Llonch et al.l 2011} Keller et al., 2015), in-
creased negative connectivity between task-positive and default networks was predictive of higher
ability. These networks are logical entities to investigate given their role in online processing dur-
ing these tasks (as assessed by task fMRI). Task positive networks such as frontoparietal control
network, cingulo-opercular network, dorsal attention network, and ventral attention networks are
implicated in the various levels of control needed to perform directed tasks. One may think about
the task positive networks as organized hierarchically with the dorsal and ventral attention net-
works being responsible for top-down biasing and interfacing with higher-level networks such as
the frontoparietal network (dorsal attention) and bottom up attentional processes such as reorient-
ing or filtering (ventral attention; |Vossel et al. (2014)). The frontoparietal and cingulo-opercular
networks are implicated in higher-level functions such as biasing of attention towards task relevant
information and maintenance of goals, respectively (Dosenbach et al., [2008). The exact role of
each task-positive network is still debated. The unifying feature of task positive networks is their
increase in BOLD signal during performance of externally directed and demanding cognitive tasks.
Concurrent lines of research have proposed two theories of default network function, the sentinel
hypothesis and the internal mentation hypothesis. The sentinel hypothesis stems from a line of
research showing increased default network activity while participants are passively monitoring for
infrequent stimuli (Shulman et al., [1997). The internal mentation hypothesis suggests the default
network is implicated in a family of self-related processes such as imagination and reminiscence.
The default network is labeled as a task negative network in many studies because of observed
decreases in BOLD signal when participants are engaged in demanding cognitive tasks. According
to the internal mentation hypothesis, this decrease in BOLD signal would be explained as a de-

crease focus on the internal world and redirection of attention to the demanding task. It should
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be noted that task positive and task negative networks are not always in opposition. One example
of simultaneous increased in BOLD signal in both the default network and an attention network
is during a demanding but internally-directed task (e.g., autobiographical planning; Spreng et al.
(2010))). Interestingly, within the rs-fMRI literature, we also found that the connectivity of the re-
gions within the default network to each other was associated with differences in inhibitory control.
Tian and colleagues found that higher amplitude signals within the default network were associ-
ated with worse stop signal reaction times. This set of results suggests anticorrelation between task
positive and negative networks is the most cognitively relevant feature of resting state. It would
be prudent to explore this feature further. Additionally, this feature could be a potential target of
interventions and real time fMRI protocols. In summary, the observation that default network con-
nectivity predicts variation in cognitive abilities is perhaps the most notable finding of this review.
While many studies would agree that a primary predictor of success in high-level cognitive abilities
is the ability to upregulate those regions responsible for the specific neural processes involved in
that task, these reviewed studies suggest another important factor may be the ability to segregate
internally and externally directed processes.

In the studies covered by the literature review, there was a considerable increase in the com-
plexity of resting-state analyses. This complexity increase translates to the ability of cognitive
neuroscientists to ask more targeted questions about the relationship between the functional dy-
namics of the brain at rest and behaviors of interest. For example, early rs-fMRI studies such as
Kelly et al.| (2008) simply looked at the correlation between time courses for two areas of interest.
More recent studies such as |Cole et al.| (2012]) use more advanced graph theory measures to sum-
marize a given regions role in the context of the whole brain. As alluded to in the introduction and
Figure|1.4] cutting edge techniques such as dynamic functional connectivity potentially provide the
most advanced and thorough summarization of a given rs-fMRI session. These techniques are still
in development and have yet to be used to investigate the neural basis of executive functions and
other high level cognitive abilities. One general comment after reviewing the wide range of rs-fMRI

studies interested in explaining individual differences in cognition is how minimal emphasis is placed
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in exploration of multiple rs-fMRI measures within the same sample and investigation of how mul-
tiple rs-fMRI features can contribute to our understanding of cognition (e.g., do analyses of resting
state network composition complement analyses of resting-state graph theory measures?). One
strength of the work discussed in this dissertation is application of a variety of analysis techniques

to the same data.

1.4 Thesis

The frontoparietal network is implicated in hundreds of neuroimaging studies of EF-related
processing. In this dissertation, we conducted a series of analyses to determine if the neural ma-
chinery implicated in task-based studies of executive functioning is intrinsically different in high
versus low functioning individuals via analysis of rs-fMRI scans. Our approach is among the first to
investigate individual differences in this manner and the first to investigate specificity with regard
to multiple EF constructs motivated by the unity and diversity model. In Chapter 2, we asked
“How does the spatial composition and intensity of the frontoparietal network vary
based on inter-individual variation in EF?”. Also, based on a thorough review of the rs-
fMRI literature, we identified a cognitively-relevant feature - the degree to which the frontoparietal
network is correlated with the default network at rest. We have a specific hypothesis based on
the literature review: High common EF will be associated with increased frontoparietal-to-default
connectivity. By isolating time courses for each of these networks, we asked a follow up to question
1, “How are network-to-network dynamics associated with inter-individual variation
in EF?”. Chapter 3 was motivated by an abundance of theoretical work that proposes specific
roles for smaller subcomponents of the frontoparietal network and even regions outside the fron-
toparietal network. This historical work implies some regions, for example, dorsolateral prefrontal
cortex, might have a distinct connectivity profile at rest based on a specialized role in orchestrat-
ing the functions of other brain areas or as a subordinate cognitive control region. In Chapter
3, we asked “How is the connectivity profile of specific regions (as assessed by graph

theory measures) related to inter-individual variation in EF?”. We approached this last
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question with an exploratory analysis as well in order to address the possibility that the regions
most relevant to individual differences in EF are not those usually implicated in group average
fMRI studies. For each of these analyses, we first present results from as initial, large study of
college-aged students (in some ways considered a “development sample”). We then present results
from parallel analyses performed on a much larger sample with a more detailed description of EF
behavior. A general discussion along with caveats and future directions is provided in Chapter 4.
The results of the three analyses proposed here form the foundation of a novel characterization of
individual differences in EF and are among the first to suggest high functioning individuals may

be characterized by the intrinsic connectivity characteristics of their brains.



Chapter 2

Variation Within and Between Resting-state Networks Associated with

Individual Differences in Common and Specific Aspects of Executive Function

Summary

This chapter describes efforts to examine the relationship between resting-state
networks and individual differences in three measures of executive function. Resting-
state networks are large communities of brain regions that coactivate with each other at
rest more than other areas. Resting-state networks are consistent across groups of in-
dividuals but there exists some variation on an individual-to-individual basis too (e.g.,
how expanded a particular network might be in one individual). First, we describe how
this variation might be an important indicator of individual differences in the neural
circuitry available to do executive function related processing. In a sample of college
students we found intensity and spatial variation in right frontoparietal and attention
networks was associated with individual differences in common EF and shifting-specific
EF, but not updating-specific EF (Reineberg et al., |2015). In a parallel analysis of a
sample of older young adults, we did not find these relationships. Second, we examine
how the correlation of time courses between different resting-state networks relates to
individual differences in executive function. In an analysis of young adults, we found
that increased connectivity among task positive networks (left frontoparietal, right
frontoparietal, dorsal attention, ventral attention, and cingulo-opercular networks)
and between frontoparietal and defaults networks was associated with higher common
EF but did not find an association between common EF and attention-to-default net-
work connectivity (another hypothesized relationship). Additionally, we found higher
shifting-specific EF was associated with increased connectivity between two predomi-
nantly parietal lobe networks - dorsal and ventral attention networks. Taken together,
this chapter supports the notion that network structure and interaction is a promising
new avenue for exploring individual differences in behavior; however, future work will
need to explore why common EF and shifting-specific EF but not updating-specific
EF are related to individual differences in connectivity as well as the specificity of
the reported relationships with regard to demographics (e.g., age) and other possible
confounding individual differences.
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2.1 Introductions

When individuals are not engaged in an experimentally-directed task (i.e., are in a resting
state), distinct networks of widely separated brain regions can be identified as sharing similar
temporal patterns of functional activity (Fox and Raichlel 2007) a phenomenon often referred to
as resting state functional connectivity MRI (rs-fcMRI). These resting state networks (RSNs) show
strong correspondence with regions that tend to co-activate during performance of a class of tasks
(e.g., language processing tasks; Smith et al.| (2009) Smith et al., 2009). Moreover, the organization
of such RSNs has been found to have behavioral and clinical relevance. A large body of literature
indicates that RSNs are altered across a plethora of neurological and clinical populations, including
Alzheimer’s disease, schizophrenia, depression, attention deficit hyperactivity disorder, and others
(for reviews see (Greicius (2008)); Zhang and Raichle| (2010)).

More recently, research has focused on how individual differences in abilities among neuro-
logically normal individuals are related to the organization and extent of networks identified by
rs-fcMRI. For example, patterns of rs-MRI are associated with fluid intelligence (Cole et al., 2012)),
attentional vigilance (Thompson et al., [2012), performance on the trail making test (Seeley et al.,
2007)), working memory (Hampson et al., 2006} |Gordon et al., 2012)), and the ability to maintain
attentional control in the face of distracting information (Kelly et al., 2008|). Additionally, the re-
lationship among RSNs seems to be a domain general predictor of performance attention (Mennes
et all) [2010; Tian et all [2013; Sala-Llonch et al., 2011; Keller et al. [2015). In general, however,
there is a paucity of studies that examine the relationship between rs-fcMRI and individual differ-
ences in executive function (EF), the ability to engage in and guide goal-oriented behavior. Because
EF is a broad umbrella term that encompasses a wide variety of specific functions and component
processes (Miyake et al. [2000), our approach in the current study is to examine the relationship
between RSNs and individual differences in both general and specific subcomponents of EF in a
large sample of participants. Moreover, we take a novel approach of investigating this issue by

embedding our research within the framework of a prominent and well-grounded theoretical model
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of EF, known as the unity and diversity model (for a review, see Miyake and Friedman (2012)).
This model, based on intercorrelated patterns of performance across individuals on multiple mea-
sures of EF, suggests that many important aspects of EF can be reduced into at least three latent
factors. The first is a common EF factor, representing the unity aspect of the model, on which all
measured EF tasks load. This factor is thought to represent the general capacity to maintain a
task goal, or attentional set, and is thought to be a common feature of all EF tasks. The second
two orthogonal factors represent the diversity aspect of the model and are more specific processes
above and beyond common EF. Statistically speaking, these factors are residuals of the EF abilities
once common EF has been taken into account. One factor, the shifting-specific factor, captures
processes relating to flexibly shifting between different task or mental sets, while the other factor,
the updating-specific factor, indexes the process of rapidly adding or deleting information from the
contents of working memory.

Theoretical considerations, computational modeling, and empirical research by our group and
others suggest that these three EF factors are likely to be supported by overlapping yet somewhat
distinct brain systems (Miyake and Friedman, |2012; [Herd et al. 2014)). First, a broad network
of lateral frontal, parietal, and insular regions (i.e., the frontoparietal network) activates in a vast
array of high-level, demanding cognitive tasks (Fedorenko et al., 2013). The ability to stably
maintain a task goal is thought to rely on areas of lateral prefrontal cortex extending from BA 10
through mid-dorsolateral prefrontal cortex (Banich, 2009; Braver, [2012; Herd et al., [2006; Sakai,
2008]), potentially including the anterior cingulate and frontal operculum as well (Dosenbach et al.)
2008]). Set shifting involves changes in the focus of attention and may engage more posterior
regions of dorsolateral prefrontal cortex (e.g., inferior frontal junction) as well as parietal regions
(e.g., intraparietal sulcus; Wager et al. (2004); |Derrfuss et al.| (2005))). Working memory updating
has been suggested to involve fronto-striatal connections and require input from the basal ganglia
(Braver et al., [1997; O’Reilly and Frank, 2006; McNab and Klingberg, 2008). Using task-related
PET across multiple EF tasks, Collette et al. (2005) found that regions commonly activated across

EF tasks include the left superior parietal gyrus and the right intraparietal sulcus, and to a lesser
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degree, mid- and inferior prefrontal regions. Moreover, left frontopolar cortex (BA 10) activity was
specifically associated with updating-specific EF, while activity of the left intraparietal sulcus was
associated with shifting-specific EF. Using these results from task-based neuroimaging as inspiration
for investigation of individual differences, we will investigate connectivity of frontoparietal RSN for
common EF, connectivity of frontoparietal and attention RSNs with strong parietal representation
(dorsal attention, ventral attention) for shifting-specific EF, and connectivity of frontoparietal and
subcortical RSNs for updating-specific EF.

Given the relatively limited scope of prior research on rs-fcMRI and EF, the current study
had a number of hypotheses. First, we wanted to determine whether patterns of rs-fcMRI are
associated with individual differences in both common and specific factors underlying EF. Sec-
ond, given the research suggesting that these three EF factors may engage somewhat different
brain regions, we wanted to ascertain whether different aspects of rs-fcMRI predicted individual
differences for each of the three EF factors investigated (i.e., common EF, updating-specific EF,
shifting-specific EF) with the hypothesis that they would. Third, we wanted to disentangle whether
individual differences in these three aspects of EF are associated with activity in RSNs that are
composed of regions commonly activated across individuals when performing EF tasks (e.g., the
frontoparietal network), and/or whether they are influenced by activity in RSNs outside those tra-
ditionally thought to be engaged in EF (e.g., medial frontal/limbic network). Fourth, we wanted
to investigate how individual differences in EF might predict alterations in either the degree to
which specific subregions coactivate as part of a particular RSN (e.g., more intense connectivity of
DLPFC within the frontoparietal network) or the composition of a particular RSN (e.g., a greater
spatial extent of the frontoparietal network). Our hypothesis was that rs-fcMRI would be asso-
ciated with individual differences in these three aspects of EF. However, based on the paucity of
prior research, our investigation was more exploratory with regards to how exactly such individual
differences would manifest. Finally, we considered how the temporal correlation between RSNs is
related to individual differences in EF. Because network-to-network correlations may reflect a his-

tory of coactivation and because the family of “task positive” network is often coactivated together
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in the effort of demanding cognitive control, we hypothesized that increased correlation among
“task positive” networks would be associated with higher common EF. Additionally, we hypothe-
sized increased negative connectivity between frontoparietal and default RSN would be associated
with increased common EF due to the small literature suggesting increased negative correlations is
a domain general predictor of performance possibly due to negative correlations between network
indicating segregation of cognitive functions (Seeley et al., 2007; [Kelly et al., 2008; Mennes et al.,
2010; [Tian et al. 2013; [Sala-Llonch et all [2011; Keller et al., 2015). Two exploratory hypothe-
ses were motivated by our literature review of shifting-specific and updating-specific EFs. First,
we hypothesize increased connectivity between parietal attention RSNs (dorsal attention, ventral
attention) would be associated with higher shifting-specific EF. Second, increased subcortical to
frontoparietal connectivity would be associated with increased updating-specific EF. To investigate
all these questions, we utilized dual regression to extract subject-specific spatial maps and time
courses for versions of classic RSNs and then performed statistical tests to determine how individual

variation in these RSNs predicted EF as characterized by the unity and diversity model.

2.2 Method Overview

Figure provides the highest level overview of the analyses discussed in this chapter.
This chapter combines one previously published study that utilized a sample of college students
(referred to as CS sample throughout the remainder of this document) and a parallel analysis of
a sample of older young adults recruited from the Colorado Longitudinal Twin Study (referred to
as LTS sample throughout the remainder of this document). The dotted box in Figure shows
the analysis of the CS sample performed in Reineberg et al.| (2015]). The novel parts of this chapter

are on the right side of Figure
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Figure 2.1: Methods overview: A two sample approach. We follow up an initial analysis
of college students with a parallel analysis pipeline in a sample of young adult monozygotic and
dizygotic twins. Solid black arrows indicate analyses that were performed and discussed in this
manuscript. Solid red arrow indicated an analysis that was not performed.
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2.3 Methods: College Student Sample

2.3.1 Participants: College Student Sample

One hundred individuals aged 18 to 34 years (Muge = 21.3, SDyge = 2.83) from the University
of Colorado Boulder participated for payment over two sessions. Participants were paid $25.00 per
hour for the fMRI session and $10.00 per hour for the behavioral session. Session one involved the
administration of behavioral tasks that measured EF ability. Session two involved the acquisition of
anatomical and functional brain data via magnetic resonance imaging. The two sessions occurred
within an average of 31.6 days of each other. Functional brain data from six participants were
discarded due to excessive levels of movement during the scanning session (greater than 3mm
translation or 3 degrees rotation). Additionally, data from three participants were discarded due
to failure to comply with rules on one of more of the behavioral tasks. All presented results are

from analyses of data from the remaining 91 participants (48 females).

2.3.2 Procedures: College Student Sample

In session one, three behavioral tasks were administered from the battery of nine tasks typ-
ically used in studies that have provided evidence for the unity and diversity model of EF (see
Miyake et al.| (2000); updated in [Miyake and Friedman| (2012)): antisaccade, category switching,
and keep track. These three tasks were chosen because they load most highly on common EF,
switching-specific, and updating-specific factors, respectively, in a prior large scale study in which
the full battery of EF tasks was administered (Friedman et al. 2012)). A variety of self-report
questionnaires (e.g., emotion regulation style, trait rumination, worry, distractibility) and genetic
data were acquired during session 1. Analyses of questionnaire data are outside the scope of the
current study. Analyses of genetic data were not performed.

In session two, participants were scanned in a Siemens Tim Trio 3T scanner. During a 5.5

minute resting state scan, participants were instructed to relax and close their eyes.
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2.3.3 Session 1: Behavioral Tasks in the College Student Sample

Antisaccade task (adapted from Roberts et al| (1994). This task measures a person’s ability
to inhibit an automatic process (an eye movement). Participants were instructed to focus on a
centrally located fixation cross (lasting 1.5-3.5 sec). When the fixation cross disappeared, an initial
box cue flashed 10 c¢m either to the right or to the left of fixation. The cue disappeared after a fixed
interval (233, 200, or 183 ms), after which the target (a digit, 1 through 9) appeared for 150ms
before being masked with gray cross-hatching. Participants named the number they saw aloud and
the experimenter typed in their response, triggering the next trial to begin. For some trials, the
cue was helpful in that it indicated the location at which the target appeared (prosaccade trials).
In other trials antisaccade trials the cue appeared on the opposite side of the screen as the target.
The task began with a block of 18 prosaccade trials in which the cue disappeared after 183 ms to
establish that participants could perform the easy prosaccade trials within the most stringent time
demands. Participants were then given three blocks of 36 antisaccade trials (with 233, 200, or 183
ms cue durations, respectively). Participants typically vary in their ability to identify the target
on antisaccade trials because it is difficult to inhibit the automatic tendency to look towards an
object, in this case the cue. The dependent measure was average accuracy for the three blocks of
antisaccade trials.

Category Switch task (adapted from [Mayr and Kliegl (2000])). This task measures a person’s
ability to quickly and accurately switch between different modes of categorization. Participants
were asked to categorize words (e.g., alligator, knob, coat, lion) either with regards to animacy
(living/non-living) or size (smaller/larger than a soccer ball) depending on a cue that appeared
above the word (heart or crossed arrows). After two pure blocks of 32 trials each that involved
categorizing items along a single dimensions (e.g., just on animacy), participants completed two
blocks of 64 trials each that contained a mixture of trials in which some trials required judgments
regarding animacy and others required judgments regarding size. The trials in these blocks were

presented in a fixed pseudorandom order such that the subtasks occurred equally often, and 50%
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of the trials involved a switch from one subtask to the other. Participants were given unlimited
time to respond on each trial, but were instructed to respond as swiftly and accurately as pos-
sible. The dependent measure was the switch cost: the difference between average reaction time
for correct switch trials and correct repeat trials during the mixed blocks for each subject. Trials
following errors were eliminated because it was not clear that the correct set was achieved (preclud-
ing categorization of whether the subsequent trial was either a switch or repeat trial). Reaction
times identified as within-subject outliers by the Wilcox-Kessleman trimming procedure (Wilcox
and Keselman, 2003) were also removed before averaging.

Keep Track task (adapted from [Yntema| (1963])). This task measures the ability to update
working memory. A stream of words is presented, one at a time. The words belong to six cate-
gories: relatives, countries, colors, animals, metals, and distances, with six words in each category.
Participants were asked to keep track of the most recently presented words from two to five given
categories and report them verbally at the end of the trial. Sixteen trials were administered, with
each trial containing a stream of 15-25 words. After two practice trials with two categories to
remember, there were four blocks, each with one two-, three-, four-, and five-category trial, for a
total of 16 trials. The order of the trials within each block was fixed in a pseudorandom order.
Each trial began with the list of categories, which remained at the bottom of the screen until the
final recall. Each word appeared for 2000ms, followed by the next word. The dependent measure
was each participant’s accuracy in recalling the target words.

EF scores. We extracted three factors common EF, shifting-specific, and updating-specific
in accordance with prior research. Common EF was calculated by taking the average of each sub-
ject’s three tasks converted to a Z-value (across the group of 91 participants). Shifting-specific was
the residual variance in the category switch task, regressing out common EF. Updating-specific
was the residual variance in the keep track task, regressing out common EF. This procedure left
shifting- and updating-specific orthogonal to Common EF; however, the shifting- and updating-
specific residuals were significantly negatively correlated (r = -.61, p < 0.05). This method of

calculating EF component scores is similar to that performed in a recent related study from our
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laboratory demonstrating that individual differences in these EF component scores predict indi-
vidual differences in grey matter volume and gyrification index of prefrontal regions as well as
fractional anisotropy of specific neural tracts that connect prefrontal regions with posterior brain
areas (Smolker, Depue, et al., 2014). Shapiro-Wilks tests confirmed that all three EF measures were
normally distributed. Higher scores on three composite measures correspond to greater ability in

that construct (i.e. - maintain a goal, shift between task/mental sets, or update working memory).

2.34 Session 2: Brain Imaging in the College Student Sample

Neuroanatomical data were acquired with a T1-weighted MP RAGE sequence (acquisition
parameters: repetition time (TR) = 2,530ms, echo time (TE) = 1.64, matrix size = 256 x 256 x
192, flip angle (FA) = 7 deg., slice thickness = 1mm). Resting state data was acquired with a
T2*-weighted echo-planar functional scan (acquisition parameters: number of volumes = 165, TR
= 2,000ms, TE = 29ms, matrix size = 64 x 64 x 33, FA = 75 deg., slice thickness = 3.5mm, field
of view (FOV) = 240mm).

Analysis of brain data was performed via a multi-step process (see Figure for summary).
First, independent components analysis (ICA) was used to identify networks of brain regions whose
activity was correlated across the group of participants. From these so-identified ICA components,
we selected those that were significantly correlated with those of a reference study with a larger
number of individuals (Yeo et al., 2011) and discarded those that are were irrelevant to the current
investigation (e.g., atypical RSNs and artifactual components; see below for procedure). For the
relevant RSNs, dual regression was used to derive subject-specific maps of the group-identified
RSNs. Finally, statistical analyses were performed to identify differences in the subject-specific

RSN maps that predicted EF ability.
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Figure 2.2: Neuroimaging Data Processing Pipeline in the CS Sample. The processing
stream for LTS sample is extremely similar with the addition of an incremental principal components
analysis step prior to independent components analysis to remove a computationally burdensome
aspect of the analysis (i.e., high RAM demand).
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2.4 Methods: LTS Sample

2.4.1 Critical Differences Between College Student Sample and LTS Sample

Although we attempted to keep many aspects of the CS sample and LTS sample consistent,

there were some critical differences:

e CS Sample (Mage = 21.3, SDyage = 2.83) is younger, on average, but more variable in age

than LTS sample (Mage = 28.7 years, SD,ge = 0.57 years)

e Participants in the LTS sample are twin pairs while the CS sample participants are unre-

lated
e EF measures in LTS sample are available from data collection at ages 17, 23, and 29

e Testing of the CS sample occurred over two sessions versus a single session in the LTS

sample

e EF measures derived from combined performance of three (CS sample) versus nine (LTS

sample at ages 17 and 23) or 6 (LTS sample at ages 29) behavioral tasks
e Single- (CS sample) versus multi-band (LTS sample) image acquisition

e Eyes-open (CS sample) versus eyes-closed (LTS sample) resting-state scan

A native ICA solution was generated for only the CS sample resting-state data

2.4.2 Participants: LTS Sample

The participants in the final analysis of the LTS sample were 251 individuals (Mage = 28.7
years, SDage = 0.57 years; 97 males) after participants were removed due to excessive levels of
movement during the scanning session based on the criteria of greater than 2mm translation (motion
in X, Y, or Z plane) or 2 degrees rotation (roll, pitch, or yaw motion) (n = 14), and failure of the

presentation computer to display a fixation cross during the resting scan (n = 1). Of the 251
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individuals, there were 54 pairs of monozygotic twins (i.e., identical), 45 pairs of dizygotic twins
(i.e., fraternal), 24 monozygotic twin singltons, and 28 dizygotic twin singletons. Singletons are
members of twin pairs whose cotwin either did not participate or were excluded from analysis. All
participants were recruited from the Colorado Longitudinal Twin Study which recruited from the
Colorado Twin Registry based on birth records. Additional information about these samples can be
found in |[Rhea et al.| (2006, |2013)). Comparisons with normative data on several measures suggests
that the sample is cognitively, academically, and demographically representative of the state of
Colorado. Participants were paid $150 for participation in the study or $25 per half hour for those
who did not finish the entire three-hour session. The study session involved the administration of
behavioral tasks that measured EF ability as well as acquisition of anatomical and functional brain

data via magnetic resonance imaging.

2.4.3 Procedures: LTS Sample

Testing took place in a single three-hour session. Following review and obtainment of in-
formed consent, participants were familiarized with the imaging procedures. If both twins of a pair
participated on the same day, one twin then completed behavioral testing with a research assistant
while the second twin was administered the functional, structural, and resting-state imaging por-
tions. T'wins then switched settings. Separate examiners assessed the twins in order to reduce any
method effects directly related to the examiner.

Overall testing procedures for earlier waves of the LTS are described in detail in previous
papers (Rhea et al., 2006, 2013). Briefly, at each wave the twins completed a battery of measures in
an individual testing session. All study procedures were fully approved by the Institutional Review
Board of the University of Colorado Boulder. All participants read and agreed to the informed

consent document prior to their initial enrollment in the study and at each follow-up assessment.
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2.4.4 Behavioral Tasks: LTS Sample

One strength of the LTS sample is a more detailed characterization of EF ability. Specifically,
rather than using surrogate measures for common EF, shifting-specific EF, and updating-specific
created using z-score averaging and residualization on data from only three tasks, we utilized
approximations of EF factors calculated from many behavioral data obtained on the day of the
scan and at earlier time points. These factor scores were created using a battery of six or nine
EF tasks as highlighted in Miyake et al| (2000). Common EF, shifting-specific EF, and updating-
specific EF were calculated for the age 17 wave using data from nine tasks that fall into three
families: Inhibitory control tasks (antisaccade task, stop signal task, and stroop task), updating
tasks (keep track task, letter memory task, and spatial 2-back task), and shifting tasks (number-
letter task, color shape task, and category switching task). Detailed descriptions of these tasks
can be found in [Friedman et al. (2008). Common EF, shifting-specific ER, and updating-specific
EF were calculated for the age 23 wave using data from the same nine tasks used in the age 17
wave. Common EF, shifting-specific EF, and updating-specific EF were calculated for age 29 wave
(time of scanning session) using data acquired both behaviorally and while being imaged. The six
tasks used were antisaccade task (inhibitory control), stroop task (inhibitory control), keep track
task (working memory), letter memory task (working memory), number-letter task (switching),
and category switching task (switching). The keep track task, number-letter task, and antisaccade
tasks were acquired during functional fMRI scans. The remaining three tasks were acquired in a

purely behavioral experimental setting.

2.4.5 Brain Imaging: LTS Sample

Participants were scanned in a Siemens Tim Trio 3T scanner. Neuroanatomical data were
acquired with T1-weighted MP-RAGE sequence (acquisition parameters: repetition time (TR) =
2400 ms, echo time (TE) = 2.07, matrix size = 320 x 320 x 224, voxel size = 0.80mm x 0.80mm x

0.80mm, flip angle (FA) = 8.00 deg., slice thickness = 0.80mm). Resting state data was acquired
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with a T2*-weighted echo-planar functional scan (acquisition parameters: number of volumes =
816, TR = 460ms, TE = 27.2ms, matrix size = 82 x 82 x 56, voxel size = 3.02mm x 3.02mm x
3.00mm, FA = 44.0 deg., slice thickness = 3.00mm, field of view (FOV) = 248mm). During the
resting-state scan, participants were instructed to relax and stare at a fixation cross while blinking

as they normally would.

2.5 Methods: Unified Imaging Data Processing Pipeline

2.5.1 Preprocessing

All processing of brain data was performed in a standard install of FSL build 5.06 (Jenkinson
et al) 2012). To account for signal stabilization, the first four or ten volumes of each individual
functional scan (for CS sample and LTS sample, respectively) were removed, yielding 161 or 806
volumes per subject for additional analysis (again, for CS sample and LTS sample, respectively).
The functional scans were corrected for head motion using MCFLIRT, FSL’s motion correction
tool. Brain extraction (BET) was used to remove signal associated with non-brain material (e.g.,
skull, sinuses, etc.). FSL’s FLIRT utility was used to perform a boundary-based registration of
each participant’s functional scan to his or her anatomical volume and a 6 degree of freedom
affine registration to MNI152 standard space. Finally, the scans were converted to 4mm voxel size,

smoothed (bmm FWHM), and high-pass filtered (.01 Hz threshold).

2.5.2 Independent Components Analysis

To decompose the functional brain data into various independent spatiotemporal components,
Independent Components Analysis (ICA) was performed on the preprocessed functional scans using
Melodic ICA version 3.14 (Beckmann and Smith, 2004). For the CS sample, a dimensionality
estimation using the Laplace approximation to the Bayesian evidence of the model order was
performed (Beckmann and Smith, 2004). This procedure yielded 29 spatiotemporal components.

While one common approach for identifying classical RSNs from a pool of ICA components is to
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have an expert subjectively label ICA components as signal (e.g., right frontoparietal RSN, default
RSN, etc.) or noise (edge effects, movement, etc.), we opted to use a different RSN identification
procedure to select RSNs for further analysis. We statistically compared the spatial map of each
ICA component to a set of 7 popular RSNs from analysis of resting-state data from approximately
1000 participants (Yeo et al., 2011). We used FLS’s “fslec” tool to calculate Pearson’s r for
each pairwise relationship and kept only those ICA components that yielded a significant spatial
correlation (Pearson’s r > .207) with one of the RSNs from [Yeo et al. (2011). This procedure
identified and helped label 15 RSNs, and identified 14 ICA components that did not significantly
correlate with a reference network. ICA components that did not significantly correlate with
a reference network were eliminated from further analysis. Further inspection confirmed that
the eliminated components were likely artifactual (e.g., edge effects) or were predominantly high
frequency signal according to a power frequency distribution curve (i.e., physiological noise such
as heartbeat-induced movement). The 29 network solution derived from group ICA plus automatic
dimensionality estimation of the CS sample is referred to as the “CS-derived” networks or solution
throughout the rest of this manuscript.

We were unsure how well the group-specific [ICA component maps generated in the CS sample
would fit LTS sample, so we performed an additional group-specific ICA analysis on the functional
scans from LTS sample. The standard ICA implementation in FSL’s Melodic was unable to perform
this analysis due to the large file size associated with multiband acquisition in the LTS sample and
a single step of the ICA process that requires the entire data set be stored in RAM. We used a
new tool, Melodic’s Incremental Group-PCA (MIGP; Smith et al.| (2014)), to bypass the memory-
demanding step and Melodic to identify group-level components. One caveat of this new approach
is an inability to perform automatic dimensionality estimation in the LTS sample. Whereas the
process described in the previous paragraph utilizes a Bayesian estimation of number of ICA com-
ponents, we were forced to specify a certain number of ICA components in the analysis of the LTS
sample. We specified 29 components to be consistent with the analysis of CS sample. The 29 net-

work solution derived from the MIGP plus group ICA analysis of the LTS sample is referred to as
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the “LTS-derived” networks or solution throughout the rest of this manuscript. Future work should
implement an automatic dimensionality estimation to determine the best possible group-level ICA
components in the LTS sample. This could be accomplished by using an updated version of FSL in
which the MIGP software is more mature and perhaps more compatible with CU Boulder’s com-
puting infrastructure. From the 29 components identified in the group-ICA we ran “fslec” again to
match output in the LTS sample with output from the analysis of CS sample. We also performed
a matching analysis between ICA components from the LTS sample and a set of group-specific
ICA components from a large study of adolescents at CU Boulder (results reported in Appendix
B). This analysis was performed solely to determine how similar or dissimilar different sets of ICA
components are from one another. The group-level ICA components from CS and LTS samples
were more similar to one another than the ICA components from the LTS sample and adolescent
sample suggesting either set of components may be reasonable choices for describing the network
structure of the CS and LTS samples. We followed up the correlational observations with a series
of one sample t-tests to quantify how well the group-level ICA components represented network

structure of the LTS sample (see Dual Regression - Analysis of Spatial Maps).

2.5.3 Dual Regression

Dual regression is a method that uses unthresholded group-level independent component
maps to generate both subject-specific component time courses and subject-specific spatial maps
as output (Beckmann et al., 2009). Dual regression can be broken down into two steps: First, for
each subject, the group-average set of spatial maps is regressed (as spatial regressors in a multiple
regression) on the subject’s 4D spatio-temporal dataset (i.e., brain volumes across time). This
process results in a set of subject-specific time series, one per group-level component (as shown in
Figure ) Next, those time series are regressed (as temporal regressors, again in a multiple
regression) into the same 4D dataset, resulting in a set of subject-specific components, one per
group-level component (as shown in Figure ) Subject-specific components are whole brain

images. Some subjects express a given RSN that is very similar to the group level RSN while
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others have variations of the group level RSN (e.g., have an expanded RSN or high connectivity
of a particular regions of a given RSN). Statistical analyses (discussed below) are performed on
these whole brain subject-specific RSNs to determine areas that covary with behavioral covariates
of interest, in our case, level of EF (sample outcome of these statistical analyses is shown in Figure
).

In the present study, the associations between EF measures and subject-specific RSNs were
analyzed using Randomise, FSL’s nonparametric permutation testing tool (Winkler et al.l 2014])),
with 5,000 (CS sample) or 10,000 (LTS sample) permutations, threshold free cluster enhance-
ment (TFCE), and family-wise error rate correction to correct for multiple comparisons. Permuta-
tion testing was performed while controlling for between-subject differences in transient movement
throughout the scanning session in accordance with Van Dijk et al.| (2012). Two summary motion
regressors were created for each subject and entered into Randomise as control variables: average
motion in the x, y, and z planes (mean translation) and average roll, pitch, and yaw (mean ro-
tation) across the resting state run. The permutation testing procedure was run for each set of
subject-specific RSNs (one for each group-level RSN of interest), thus the resulting statistical im-
ages reveal how variation in RSNs predict differences in EF. For example, the permutation testing
procedure could reveal that individuals with an expanded RSN (i.e., expanded to areas outside the
areas included in the group-level RSN) have greater EF.

For the CS sample, to account for the possibility that performance of EF tasks in session one
could affect resting-state functional connectivity in session two, we performed an additional series
of dual regression analyses adding time between session one and two as a covariate in addition to
EF and motion variables. We found no difference in the observed effects of EF after the addition of
this covariate and no main effects of time between sessions. For the sake of simplicity, only results
from models that included EF, mean translation, and mean rotation are reported below.

In the final analysis, we used the time courses generated by the dual regression procedure to
determine whether or not individual differences in network-to-network connectivity are associated

with variation in EF ability. We calculated network-to-network connectivity as Fisher’s z corrected
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Figure 2.3: Dual Regression Example. This figure shows a simplified example of dual regression
analyses. In part a, the output of dual regression stage 1 is displayed for five sample participants.
This output is a subject-specific time course for the right frontoparietal group ICA components. In
part b, the output of dual regression stage 2 is displayed for five sample participants. This output
is a subject-specific spatial map for the right frontoparietal network. Part ¢ shows the output from
dual regression stage 3 which is statistical output after regressing a behavioral index (e.g., common
EF) on the spatial regressors shown in part b - essentially performing a simple linear regression
at each voxel of the brain maps. The resulting statistical map shows areas that covary with the
behavioral index of interest.
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Pearson’s r values for all pairwise relationships between RSNs of interest. We then performed
a multiple regression analysis predicting EF from network-to-network connectivity and several
confounding variables - mean translation and rotation movement during the resting-state scan as
well as age. In order to take the non-independence of twin pairs into account, relationships between
network-to-network connectivity and EF were re-estimated using the complex modeling feature of
the Mplus statistical software package (Muthen & Muthen, 2012). This procedure models the
fact that twins were nested within family units, and thus estimates the degree of similarity within
each twin pair and adjusts the parameter and standard error estimates accordingly. The relevant
measures were treated as approximately continuous variables using the robust maximum likelihood

estimator (MLR).

2.6 Results

2.6.1 Behavioral Data

We performed checks on the CS sample behavioral data to ensure the data was suitable
for the proposed analyses. As anticipated, there were no floor or ceiling effects and scores varied
considerably across the group of participants. To ensure the CS sample behavioral data was com-
parable to the behavioral data collected in the LTS sample, we directly compared performance on
the three tasks administered in the CS sample. For comparison of behavioral data, we used the full
LTS sample (n = 735+) collected at age 23 (rather than the smaller subset of participants with be-
havioral and neuroimaging data). Although the average age in the LTS sample was slightly higher
(mean age of 22.8 compared to 20.8 in the current study), average results on measures of interest
were slightly higher in the CS sample than in the LTS behavioral sample. The mean antisaccade
accuracy was 75.5% (SD = 31.4), the mean category-switch switch cost was 174.3 ms (SD = 123.9
ms), and the mean keep-track accuracy was 76.1% (SD = 8.33).

Regarding behavior in the LTS sample, Tables and show the longitudinal

correlation of common EF, shifting-specific EF, and updating-specific EF factor scores, respectively
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across three waves of behavioral data collection at ages 17, 23, and 29. As one might expect, for
all three EFs, correlations were higher for more temporally proximal waves of data collection (i.e.,
EF at ages 17/23 and 23/29 were more strongly correlated than EF at ages 17/29). Regarding
magnitude, within each EF, all three waves were strongly correlated (r > 0.5) but not perfectly
so, suggesting EF could be represented in statistical models both as each wave individually or as a
composite average that is highly correlated to data from each individual wave. For all analyses that
utilized the three waves of EF data in the LTS sample, we first present the relationship between
rs-fMRI and EF at the time of scan (the most recent wave of behavioral data) to be most in line

with our previous work. We then present regression models using EF at earlier waves.

Table 2.1: Longitudinal Correlation of Common EF in LTS Sample. Table shows Pearson’s
r values for pairwise relationships between each wave of behavioral data and mean common EF
across all three waves of behavioral data collection.

Common EF  Age 17 Age 23 Age 29 Average

Age 17 1.00

Age 23 0.67 1.00

Age 29 0.67 0.77 1.00

Average 0.88 0.91 0.90 1.00

p < .001 for all relationships

Table 2.2: Longitudinal Correlation of Shifting-specific EF in LTS Sample. Table shows
Pearson’s r values for pairwise relationships between each wave of behavioral data and mean
shifting-specific EF across all three waves of behavioral data collection.

Shifting-specific EF  Age 17 Age 23 Age 29 Average

Age 17 1.00

Age 23 0.66 1.00

Age 29 0.56 0.63 1.00

Average 0.86 0.89 0.84 1.00

p < .001 for all relationships

2.6.2 Independent Components Analysis

The 15 signal RSNs from the CS-derived ICA networks were, with one exception, more fine-

grained versions of the large seven major RSNs identified by Yeo et al. (2011): visual, somatomotor,
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Table 2.3: Longitudinal Correlation of Updating-specific in LTS Sample. Table shows
Pearson’s r values for pairwise relationships between each wave of behavioral data and mean
updating-specific EF across all three waves of behavioral data collection.

Updating-specific EF  Age 17 Age 23 Age 29 Average

Age 17 1.00

Age 23 0.56 1.00

Age 29 0.50 0.61 1.00

Average 0.81 0.86 0.84 1.00

p < .001 for all relationships

dorsal attention, limbic, ventral attention, default, and frontoparietal RSNs (see Figure . For
all but Yeo’s ventral attention and limbic RSN, there was more than a single RSN that correlated
significantly with the masks from Yeo et al.| (2011). Additionally, five of the 15 RSNs from the
current study significantly correlated with more than one RSN (e.g., to both the ventral attention
RSN and the frontoparietal RSN of Yeo et al. (2011). In Figure we show the independent
component (IC) numbers from our Melodic output under the label of the reference networks from
Yeo et al. (2011). In Figure our independent components are thresholded at a level consistent
with previous research (z = 5, compared to 3 < z < 9 (Rytty et al.l 2013)), 4 standard deviations
above the mean (Allen et alJ |2011)), and p (signal > noise) > .5 (FSL default)). This threshold
was also used for determining the parent RSN of any region later identified in the Dual Regression
analyses. Any IC that significantly correlated with more than one reference network is grouped
in Figure with the reference network with which it is most strongly correlated. The three
RSNs that correlated with Yeo’s visual network were composed of regions extending from occipital
pole through cuneal cortex and lingual gyrus (ICs 1, 12, and 18). The three RSNs that correlated
with Yeo’s somatomotor network were composed of the superior pre- and post-central gyrus (IC
6), primary auditory cortex and superior temporal gyrus (IC 11), and post-central gyrus (IC 24).
There was a single RSN that extended through orbitofrontal and ventromedial prefrontal cortex
that correlated with Yeo’s limbic network (IC 28). The three RSNs that correlated with the Yeo’s
dorsal attention network were composed of dorsolateral frontal, parietal, and occipital regions (ICs

14, 17 and 26). The single RSNs that correlated with Yeo’s ventral attention network was composed
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of a conglomerate of medial and lateral frontal regions (IC 4). The two RSNs that correlated with
Yeo’s default network were composed of medial prefrontal cortex, posterior cingulate cortex, and
precuneus (ICs 10 and 15). Finally, there were two RSNs that correlated with Yeo’s frontoparietal
networks: classic right and left frontoparietal RSNs (ICs 5 and 9, respectively). In Figure
we show ICs from the current study (plotted in multiple colors) next to reference networks of [Yeo
et al.| (2011) (plotted in red).

To determine how closely the analysis of the LTS sample could be to the analysis of the CS
sample, we performed an additional group ICA on data from the LTS sample. We then compared
the resulting group-level components from each sample to one another. Figures
and show comparisons of select RSNs from the group ICA results of the CS and LTS samples.
We chose to show CS/LTS sample comparisons for the task-positive and task-negative reference
networks: left and right frontoparietal, dorsal and ventral attention RSN, cingulo-opercular RSN
(not discussed in the Yeo et al. parcellation), and default networks. We also included a comparison
of the sensory-somatomotor RSN because of our prior work showing variation in a similar network
was associated with individual differences in EF Reineberg et al.| (2015). For the sake of visual
comparison, the output of FSL’s Melodic program was thresholded at the same value for each
set of results (z > 3.5) although for numerical comparison, unthresholded whole brain group-level
components were correlated.

Overall, group-level ICA components were similar in each sample. The average of pairwise
spatial correlations between the 8 RSNs listed in the paragraph above was high (Pearson’s r =
0.76). In this paragraph we will present Pearson’s r correlation values for the spatial correlation of
one canonical RSN in the CS sample to the matched RSN in the LTS sample. These correlations
were performed using an FSL tool (fslcc) that collapses the voxels of each RSN to a vector (within
a whole brain mask) and performs a standard correlation. There were some notable differences
between the ICA components of the two samples. First, both left and right frontoparietal RSNs
are larger in the LTS sample (Pearson’s 7iefs frontoparietal = 0.78, Pearson’s Tright frontoparietal = 0.87,

Figure [2.6)). The main areas of extension are inferior frontal lobe and caudal middle frontal
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Figure 2.4: Resting-state Networks in CS Sample. Spatial maps for resting-state net-
works thresholded at z > 5 (colors range from orange (z ~ 5) to yellow (z ~ 10)). The RSNs
are grouped into seven categories based on relation to reference networks visual, somatomotor,
limbic, dorsal attention, ventral attention, default, and frontoparietal. Independent components
that significantly overlapped with more than one reference are grouped with the reference they
correlate most strongly. In addition to the pictured groupings, independent components 11 and
14 significantly overlapped with the ventral attention reference network; independent component
9 also significantly overlapped with the default reference network; and independent components 4
and 26 significantly overlapped with the frontoparietal reference network.
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CS Sample Resting-state Networks Compared to Reference Networks.

Reference networks are plotted on the left in red. RSNs from CS sample were spatially combined
into a single image and plotted in contrasting colors. Resting state networks provided by [Yeo et al.

Figure 2.5:
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gyrus. Dorsal attention RSN was larger in the LTS sample as well with extended inferior parietal
activation (Pearson’s r = 0.72, Figure ) There were large differences in ventral attention RSN
as well (Pearson’s r = 0.68, Figure ) This particular RSN in the CS sample was correlated
with multiple reference networks - ventral attention RSN and sensory-somatomotor RSNs (see
Reineberg et al. (2015) for prior characterization of this anomaly) - while in the LTS sample it
more closely resembled the reference ventral attention RSN, particularly in cingulate activation
(Yeo et al.l 2011). In the LTS sample, the hubs of the default RSN - medial prefrontal cortex
and posterior cingulate cortex - parceled into multiple ICA components while, in the CS sample,
those hubs were part of the same RSN (Pearson’s r = 0.66 between dual hub RSN from the CS
sample and anterior single hub RSN from the LTS sample, Figure ) The middle temporal
lobe subsystem of the default RSN was similar in both samples (Pearson’s r = 0.78, Figure )
The sensory-somatomotor RSN was also simialr in both samples with the RSN in the LTS sample
more tightly tracking the superior aspects of sensory and motor strips (Pearson’s r = 0.78, Figure
2.9a). Finally, there were some differences in the cingulo-opercular RSN such that this RSN in
the CS sample included more posterior cingulate activation (Pearson’s r = 0.81, Figure )
In summary, the networks that were most similar across the two ICA solutions (Pearson’s r >
0.78) were left and right frontoparietal, middle temporal lobe subsystem of the default network,
sensory-somatomotor, and cingulo-opercular RSNs. Larger differences were noted for the dorsal

attention RSN, ventral attention RSN, and hubs of the default network.

2.6.3 Dual Regression - Analysis of Spatial Maps

To determine how well the CS-derived and LTS-derived group ICA components represent
the network structure of the LTS sample as a whole, we performed one sample t-tests using the
subject-specific RSNs generated from dual regression run using the networks from both group ICA
solutions as a seed. The range of {-statistics and associated p-values is presented in Table
The range of t-statistics shows that, for every group ICA component and from each ICA solution,

there was strong fit (). Both ICA solutions fit the LTS sample as a whole, so either could be used
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Figure 2.6: Comparison of Resting-state Networks from 2 Samples: Frontoparietal
Networks. Component maps thresholded at z > 3.5.
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Figure 2.7: Comparison of Resting-state Networks from 2 Samples: Attention Net-
works. Component maps thresholded at z > 3.5.
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Figure 2.8: Comparison of Resting-state Networks from 2 Samples: Default Networks.

Component maps thresholded at z > 3.5.
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Figure 2.9: Comparison of Resting-state Networks from 2 Samples: Sensory-
somatomotor and Cingulo-opercular Networks. Component maps thresholded at z > 3.5.

Sensory-somatomotor RSN:
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for follow up analyses of individual differences in network structure. It should be noted that both
sets of ICA components seem to fit the LTS sample worse than the CS-derived ICA solution fits the
CS sample, as evinced by the fact that one sample ¢-tests in the CS sample fit the data extremely

well (PpwE-corrected) < 0.001, which is the lowest p-value FSL will output).

2.6.3.1 Common EF - CS Sample with CS-derived ICA networks

Individual differences in common EF were associated with variation in two RSNs. First,
we observed that increased connectivity of Crus I and II of the cerebellum within the right fron-
toparietal RSN (IC 5) was associated with greater common EF ability (Figure ; P(corrected)
= 0.037). Second, we observed that expansion of IC14, a dorsal attentional RSN, to two regions
— left frontopolar cortex (Figure [2.10b; p(corrected) = 0-028) and right cerebellar regions (Figure
2.10€; DP(corrected) = 0-035) - was associated with greater common EF. The frontopolar region is
part of ICs 4 and 9. Information about the size and location of all reported statistical clusters can

be found in Table 2.5]

2.6.3.2 Shifting-specific - CS Sample with CS-derived ICA networks

Greater shifting-specific EF was associated with increased coupling of the left angular gyrus
with IC 11, a RSN that correlated significantly with both the somatomotor and ventral attention
reference networks. (Figure ; DP(corrected) = 0.007). Left angular gyrus is not part of IC 11
from the group level ICA analysis. Information about the size and location of all reported statistical

clusters can be found in Table [2.5]

2.6.3.3 Updating-specific - CS Sample with CS-derived ICA networks

We found no relationship between the intensity of spatial variation in RSNs and updating-

specific EF.
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Figure 2.10: Dual Regression Results in CS Sample. Dual regression analyses reveal RSNs
vary with common and switching-specific components of EF. The input RSN for dual regression is
plotted in warm colors as background image. The dual regression result is plotted as an overlay
in blue. Blue regions are regions that covary with individual differences in EF. For all results
within the input RSN (a), increased intensity of the highlighted region (thresholded at p(FWE-
corrected) < .05) corresponds to higher EF construct scores. For outside-group-network results (b,
¢, d), expansion of the input RSN to the highlighted region corresponds to higher EF construct
scores. Next to each dual regression result is a scatter plot of parameter estimates extracted from
the voxels identified in the dual regression analysis for each participant’s independent component
plotted against each participant’s EF score. For size of significant clusters identified in the dual
regression analysis, see Table

Common EF
b.IC 14

PE from IC 5 for Carebetiar ROI
PE from IC 14 for Frontopolar ROI

Common EF

(-26,55.4)

Shifting-specific EF
d.IC11

PE from IC 14 for Carabeliar ROI
PE from IC 11 for Superior Parietal RO

Shifting-specific EF

(21,-42,-40) (-58,-58,36)

- = RSN/IC background _ = dual regression

overlay
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Table 2.5: Dual Regression Results in CS Sample. TFCE = threshold-free cluster enhance-
ment. IC = Independent Component.

Center of mass p-Value Cluster size
Executive function IC X Y Z (TFCE-corrected) 4mm3 (2mm?)
Common EF 5 37 70 40 0.037 3(24)
Common EF 14 26 55 4  0.028 3 (24)
Common EF 14 21 42 40 0.035 3 (24)
Shifting-specific 11 58 58 36  0.007 31 (248)

2.6.4 Dual Regression - Analysis of CS-derived Networks in LTS Sample

The most parallel analysis in the LTS sample is to extract parameter estimates from the
statistical clusters (blue portions of Figure with subject-specific RSNs of the LTS sample.
To be clear, this section discusses analyses seeded by the CS sample’s group ICA components in
an effort to be most congruent with analysis of the CS sample itself. We extracted parameter
estimates from those clusters and entered them into a multiple regression model predicting EF
while controlling for movement during the resting-state scan (mean translation and rotation) as
was done in Reineberg et al. (2015). We found no statistically significant results suggesting the same
network expansions reported above did not hold in the LTS sample (this inconsistency between the

two samples is discussed later in General Discussion and in Chapter 4).

2.6.4.1 Common EF - LTS Sample with CS-derived ICA networks

We followed up the extraction of parameter estimates from the exact clusters reported in
Reineberg et al.| (2015) with a whole brain analysis to account for the possibility that any variation
in the right frontoparietal network, for example, might be associated with individual differences
in common EF (as opposed to just the specific cerebellar zone identified in our earlier work and
testing in the most direct replication effort). For the analysis of variation in the right frontoparietal
RSN that varied as a function of common EF, no statistical clusters across the whole brain passed
the conservative parameters set in our earlier work (i.e., threshold-free cluster enhancement with

family-wise error rate correction along with 10000 permutations in FSL’s Randomise permutation
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testing tool), but we did notice sizable clusters in TFCE-corrected statistical maps that were not
corrected for family-wise error rate but thresholded at a conservative level of ¢-value = 2.75. Three
sizable clusters were present: Increased common EF was associated with increased intensity of two
clusters within the frontoparietal network, one in right middle frontal gyrus (peak ¢-value = 3.82)
and one in midline superior frontal gyrus (peak ¢-value = 3.94). Finally, increased common EF was
associated with decreased intensity of a cluster in left superior lateral occipital cortex very close to
the border of the parietal lobe (peak t-value = -4.24). See Figure

For the analysis of variation in ventral attention RSN that varied as a function of common
EF, no statistical clusters across the whole brain passed the conservative parameters set in our
earlier work, but we did notice a single sizable cluster in uncorrected statistical maps thresholded
at a t-value of 2.75. Individuals with higher common EF had higher intensity of a right middle

frontal gyrus cluster (peak ¢-value = 3.15). See Figure

2.6.4.2 Shifting-specific EF - LTS Sample with CS-derived ICA networks

For the analysis of variation in dorsal attention RSN that varied as a function of shifting-
specific EF, no statistical clusters across the whole brain passed the conservative parameters set
in our earlier work, but we did notice four sizable clusters in the uncorrected statistical map
thresholded at a t-value of 2.75. A pair of clusters was bilateral middle frontal gyrus, more posterior
and inferior than the previously reported middle frontal gyrus clusters above. Individuals with
higher shifting-specific EF have more middle frontal gyrus activation along with the dorsal attention
RSN(right middle frontal gyrus: peak t-value = 3.52, X = 38, Y = 6, Z = 60; left middle frontal
gyrus: peak t-value = 3.55, X = -6, Y = 2, Z = 52). Additionally, higher shifting-specific EF was
associated with increased intensity of a left superior parietal cluster (peak t-value = 3.58). Finally,
higher shifting-specific EF was associated with increased intensity of two small clusters, one in left
midline posterior cingulate cortex (peak ¢-value = 3.83) and one in right medial supplementary

motor area (peak t-value = 3.53). See Figure [2.13
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Figure 2.11: Dual Regression Results in LTS Sample: Common EF and Right Fron-
toparietal Network. Dual regression analysis reveals parts of RSN that vary with common EF.
The input RSN for dual regression is plotted in green as a background image. The dual regres-
sion result (i.e., areas that covary with individual differences in EF) is plotted as an overlay in
blue-to-red coloring (blue = negative relationship, red = positive relationship).
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Figure 2.12: Dwual Regression Results in LTS Sample: Common EF and Ventral Atten-
tion Network. Dual regression analysis reveals parts of RSN that vary with common EF. The
input RSN for dual regression is plotted in green as a background image. The dual regression result
(i.e., areas that covary with individual differences in EF) is plotted as an overlay in blue-to-red
coloring (blue = negative relationship, red = positive relationship).
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Figure 2.13: Dual Regression Results in LTS Sample: Shifting-specific EF and Dorsal
Attention Network. Dual regression analysis reveals parts of dorsal attention RSN that vary with
shifting-specific EF. The input RSN for dual regression is plotted in green as a background image.
The dual regression result (i.e., areas that covary with individual differences in EF) is plotted as
an overlay in blue-to-red coloring (blue = negative relationship, red = positive relationship).
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2.6.5 Dual Regression - Analysis of Resting-state Network Time Courses

In this section we report results of analyses investigating how the correlation of RSN time
courses is related to individual differences in EF. This analysis was performed in LTS sample
participants only and utilizes time courses extracted for each RSN via dual regression using both
the CS-derived and LTS-derived ICA solutions. Overall, we found RSNs to be much more positively
correlated than expected based on historical studies. Specifically, we expected, at the group level,
to find an average negative correlation between “task positive” RSNs and “task negative” RSNs.
For the most part we found the opposite - an average positive correlation between frontoparietal
and default RSNs. The only notable negative relationship on average was between dorsal attention
RSN and one default RSN. The overall lack of many average negative relationships between RSNs
is an interesting finding given some past methodological concerns about resting-state preprocessing.
Our result possibly speaks to the utility of using a data-driven method to isolate and extract RSN
time courses (rather than using ROIs or a priori network maps as seeds for time course extraction),
but further discussion of this finding is outside the scope of our individual differences studies. Refer
to Figure for group average (LTS sample) connectivity between all pairwise relationships of
RSNs.

In the following analyses, we performed several variants of multiple regression models. First,
at times, we combined several measures of network-to-network connectivity. This procedure was
for ease of description of results within the context of task-positive and task-negative RSNs and
to reduce number of comparisons. Because there is no consensus on what the term “task positive”
specifically represents, we decided to explore how different combinations of networks involved in
externally-directed attention correlate. There was high correlation between frontoparietal, dor-
sal attention, ventral attention, and cingulo-opercular RSNs (average pairwise correlation between
all task positive networks: Pearson’s r = 0.31). When removing relationships between cingulo-
opercular network and all others, the average correlation among just frontoparietal, dorsal atten-

tion, and ventral attention RSNs increases (average Pearson’s r = 0.35). Finally, the correlation
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among just frontoparietal, dorsal attention, and ventral attention (i.e., removing relationships be-
tween ventral attention and all others) was the highest (average Pearson’s r = 0.42). Given this
finding, any reference to “task-positive connectivity” refers to the average of left frontoparietal
to right frontoparietal connectivity, left frontoparietal to dorsal attention connectivity, and right
frontoparietal to dorsal attention connectivity. It should be noted that we did test the alternative
calculations of “task-positive connectivity” within multiple regression models. They were entirely
exchangeable with only minor differences in ¢-statistics and p-values, so we did not report them
for the sake of clarity and brevity. Any reference to “frontoparietal to task-negative connectivity”
refers to the average pairwise connectivity between frontoparietal and task-negative RSNs: left
frontoparietal to default A connectivity, right frontoparietal to default A connectivity, left fron-
toparietal to default B connectivity, right frontoparietal to default B connectivity. For the sake of
transparency, we also report results for individual measures of network-to-network connectivity as
well. For tests of specificity, we calculated a measure of “whole brain connectivity” by averaging the
upper triangle of each individual’s network-to-network connectivity matrix. All multiple regression
models included age and movement during the resting-state scan as confound covariates.

Table describes results for the analysis of relationships between EF and network-to-
network connectivity in the LTS sample using subject-specific time courses extracted from the
CS-derived ICA components. For readers with less available time, this table could be utilized to

expedite the process of reading all remaining results sections.

2.6.5.1 Common EF - LTS Sample with CS-derived ICA Network Time Courses

Individual differences in common EF were associated with variation in the connectivity of
several “task positive” network. A relationship between common EF and task-positive connectiv-
ity was observed. Higher common EF (measured at age 29) was associated with higher positive
task-positive connectivity (¢ = 3.181, p = 0.002) such that a one standard deviation increase in
task-positive connectivity was associated with a 0.20 z-score increase in common EF. A similar

relationship was found using common EF measured at age 23 (¢ = 2.226, p = 0.024) and 17 (t =
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2.990, p = 0.003). The relationship between common EF (age 29) and task-positive connectivity
remained after controlling for shifting-specific and updating-specific EFs (¢ = 2.312, p = 0.022)
and after controlling for nonindependence associated with twin pairs. We also observed a similar
relationship for specific pairs of task positive network. For example, higher common EF (measured
at age 29) was associated with increased positive connectivity between left and right frontoparietal
RSN (t = 2.866, p = 0.00452). A similar relationship was found using common EF measured at
age 23 (t = 2.569, p = 0.0108) and 17 (¢t = 2.938, p = 0.00363). See Figure for scatter
plots of these relationship. The relationship between common EF (age 29) and left frontoparietal
to right frontoparietal RSN connectivity remained after controlling for shifting-specific EF and
updating-specific EFs (¢ = 2.513, p = 0.0126).

Because the measure of task-positive connectivity contained many pairwise relationships,
as a test of specificity, we wanted to ensure common EF wasn’t related to how correlated an
individual’s brain was in general. In a multiple regression model regressing common EF on whole
brain connectivity (the average of all network-to-network pairwise relationships), movement, and
age, we did find a significant effect of whole brain connectivity (¢t = 2.109, p = 0.036). However,
when you add task-positive connectivity into this model, there is no longer a main effect of whole
brain connectivity. Over and above how correlated an individual’s brain was, there is still a positive
relationship between common EF and task-positive connectivity (¢ = 2.361, p = 0.019).

Individual differences in common EF were also associated with variation in the connectivity
between frontoparietal and default RSNs. Individuals with higher common EF (measured at age
29) had more positive frontoparietal to task-negative connectivity (¢ = 2.005, p = 0.0461, Figure
such that a one standard deviation increase in frontoparietal to task-negative connectivity
was associated with a 0.18 z-score increase in common EF. A similar effect was observed when using
common EF measured at age 23 (¢ = 2.684, p = 0.0078) and marginally so with common EF mea-
sured at age 17 (¢t = 1.873, p = 0.0623). The relationship between common EF and frontoparietal to
task-negative connectivity was strongly trending after controlling for nonindependence associated

with twin pairs (p = 0.57). The relationship between common EF and frontoparietal to task-
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Figure 2.15: Relationship Between Common EF and Left Frontoparietal to Right
Frontoparietal Connectivity. Higher common EF measured at ages 17, 23, and 29 is associated
with increased positive connectivity between left and right frontoparietal networks.
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negative connectivity did not remain after controlling for shifting-specific EF and updating-specific

EF.

2.6.5.2 Shifting-specific EF - LTS Sample with CS-derived ICA Network Time

Courses

We were interested in how the connectivity of parietal lobe containing RSNs was associated
with individual differences in shifting-specific EF. First, our earlier analysis of the relationship
between task positive network connectivity and common EF controlling for shifting-specific EF were
effective tests of relationships between network-to-network connectivity and individual differences
in shifting-specific EF. We found no shifting-specific effects in these analyses. One specific network-
to-network relationship we had not explicitly tested for common EF was dorsal to ventral attention
RSN connectivity, both of which are primarily parietal RSNs. Higher shifting-specific EF (age 29)
was associated with increased dorsal attention A to ventral attention RSN connectivity (¢ = 2.017,
p = 0.0447) such that a one standard deviation increase in dorsal attention A to ventral attention
connectivity was associated with a 0.12 z-score increase in shifting-specific EF. Additionally, higher
shifting-specific EF (age 29) was associated with increased dorsal attention RSN B to ventral
attention RSN connectivity (¢ = 2.079, p = 0.0387) such that a one standard deviation increase
in dorsal attention A to ventral attention connectivity was associated with a 0.13 z-score increase
in shifting-specific EF. Both of these relationships were only marginal (p = 0.071 and p = 0.60,
respectively) after controlling for nonindependence associated with twins. The relationship between
shifting-specific EF and connectivity of dorsal attention RSN A to ventral attention RSN was not
present with earlier waves of behavioral shifting-specific EF data. The relationship between shifting-
specific EF and connectivity of dorsal attention RSN B to ventral attention RSN was marginally
significant with shifting-specific EF data collected at age 23 (¢ = 1.674, p = 0.0954) and age 17
(t = 1.911, p = 0.0573). These relationships did not persist when controlling for common EF and

updating-specific EF.
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Figure 2.16: Relationship Between Common EF and Frontoparietal to Default Network
Connectivity. Higher common EF measured at ages 17 and 23 (marginally so at age 29) is
associated with increased positive connectivity between frontoparietal and default networks.
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2.6.5.3 Updating-specific EF - LTS Sample with CS-derived ICA network Time

Courses

First, our earlier analyses of common EF or shifting-specific EF controlling for updating-
specific EF were effective tests of relationships between network-to-network connectivity and indi-
vidual differences in updating-specific EF. We did not find any updating-specific effects in these
analyses. However, one hypothesized relationship was between updating-specific EF and frontal-
to-subcortical connectivity. We tested this hypothesis by regressing updating-specific EF on fron-
toparietal to limbic RSN (the main subcortical-containing RSN), movement, and age but did not

find any significant effects.

2.6.5.4 Analyses Using LTS-derived ICA Network Time Courses

Because it is unclear what the best group ICA solution for the LTS sample is, we tested
all the relationships above using time courses extracted from the second set of ICA components
(the ICA performed on the LTS sample). Using this alternative set of RSN time courses we found
some overlap in the common EF results. First, when combining all the measures of connectivity
between frontoparietal and dorsal attention RSNs, we found a similar positive relationship such that
individual with higher common EF (measured at age 29) had more connected task positive RSNs
(t = 2.920, p = 0.004). This effeect was present with age 17 common EF (¢ = 2.456, p = 0.015)
and was trending with age 23 common EF (¢ = 1.745, p = 0.082). This effect also remained even in
a multiple regression model that included common EF, shifting-specific EF, and updating-specific
EF (¢t = 2.309, p = 0.022). Interestingly, in multiple regression models that included all three EF
measures from earlier time points, the effect of common EF was not present, however there were
marginally significant effects of updating-specific EF at age 17 (¢t = 1.723, p = 0.086) and 23 (t =
1.818, p = 0.070). When the composite dependent variable of task-positive connectivity is broken
down into individual measures of network-to-network connectivity, higher common EF (measured

at age 29) was associated with increased connectivity between left frontoparietal RSN and dorsal
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attention RSN (¢ = 3.084, p = 0.002) and, only to a trend-level, the connectivity between left and
right frontoparietal RSNs (¢ = 1.805, p = 0.072).

Regarding the relationship between common EF and frontoparietal to task-negative connec-
tivity, we found a relationship very similar to the one reported above. Higher common EF was
associated with increased frontoparietal to task-negative connectivity (¢ = 2.398, p = 0.017). This
effect was present when using common EF data acquired at age 23 (¢t = 2.933, p = 0.004) and age
17 (t = 2.898, p = 0.004). This effect was marginally significant in a multiple regression model that
included common EF, shifting-specific EF, and updating-specific EF acquired at age 29 (¢ = 1.875,
p = 0.062) and significant in similar models that included all three EF acquired at age 23 (¢t =
2.659, p = 0.008) or 17 (t = 2.179, p = 0.030). When the composite dependent variable is broken
down into individual measures of network-to-network connectivity, higher common EF (measured
at age 29) was most associated with increased connectivity between left frontoparietal RSN and

the posterior cingulate cortex hub of the default RSN (¢ = 2.773, p = 0.006).

2.7 Discussion

Our findings indicate that aspects of the functional architecture of the resting brain are asso-
ciated with variation amongst individuals in different aspects of EF. While an abundance of studies
have identified sets of regions that consistently coactivate together during periods of rest, we have
shown that the composition of these RSNs and their interaction with one another varies based
on individual differences in EF. More specifically, higher common EF is associated with intensity
differences within the right frontoparietal RSN, expansion of an attention RSN to frontopolar cor-
tex and cerebellum, increased connectivity among task positive RSNs, and increased connectivity
between frontoparietal and default RSNs. Better shifting-specific ability was associated with ex-
pansion of a somatomotor/attention RSN to angular gyrus and increased connectivity between
attention RSNs. No relationships were observed between rs-fcMRI and updating-specific ability.
This set of results confirms our general hypotheses. First, we confirmed that rs-fMRI is relevant to

individual differences in two of the three EF constructs measured. Second, the features relevant to
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individual differences in common EF were distinct from those features relevant to individual dif-
ferences in shifting-specific suggesting some diversity in the neural bases of EFs. Third, although
the frontoparietal RSN emerged in a variety of our analyses, other networks, such as the attention
and default RSNs, did as well suggesting that areas outside those typically identified by task-based
fMRI are important for individual differences in EF. Regarding specific hypotheses, several of our
hypotheses were confirmed or partially confirmed. First, we confirmed the hypothesis that con-
nectivity among those networks most strongly implicated in externally-directed cognition (the task
positive networks) would be associated with increased common EF. Second, although we found
a relationship between common EF and frontoparietal to default connectivity that was robust, it
was in the opposite direction of the predicted relationship. Regarding shifting-specific EF, parietal
areas emerged as important in both the dual regression analysis and the network-to-network time
course correlations. Finally, we did not confirm our hypothesis about the role of subcortical areas

for individual differences in updating-specific EF.

2.7.1 Common EF

Higher common EF was associated with differences in the right frontoparietal RSN in the CS
sample. Specifically, increased coupling between the right frontoparietal RSN and Crus I and II of
the cerebellum predicted higher common EF. Such a result is consistent with task-based research
showing that frontal and parietal regions emerge as important in both region-of-interest (Alvarez
and Emoryl, [2006; |Buckner, 2013) and network-based analyses (Zhang and Li, 2012) of executive
function tasks. This result is also in line with work that shows a strong connection between Crus
I/II and frontoparietal regions both functionally (Buckner et al.| [2011) and anatomically (Kelly
and Strick, [2003)). Additionally, Crus I and II have been shown to activate in task-based fMRI
studies of working memory and EF, and greater activation and functional connectivity of these
regions is associated with better performance (Bernard et al., [2013; Salmi et al., 2010; |Stoodley
and Schmahmann, [2009). This result supplements these task-based findings by demonstrating that

the degree to which Crus I and II couples with the frontoparietal RSN at rest predicts differences
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in EF. The exact role of cerebellar regions in the service of EF is still debated. Two prominent
theories stemming from the motor control literature suggest that cerebellum is crucial for timing
of cognitive events and/or provides a means for predicting the outcome of implemented plans (Ivry
and Keele, |1989; Ramnani, |2006). While our study cannot speak directly to these theories, we have
shown that a key difference between individuals with high versus low Common EF may be the
degree to which cerebellum is involved in a network of regions broadly implicated in higher-order
cognitive operations.

Additionally, Common EF was associated with variation in a RSN supporting attention to
the external environment (IC 14) in the CS sample. Individuals with higher common EF showed
increased coupling of a frontopolar region with this attentional RSN, which is composed of lateral
frontal and superior parietal/occipital regions. An attention RSN similar to IC 14 has previously
been linked to performance on the antisaccade task (Schaeffer et al., [2013), which is a task that
loads strongly on the Common EF construct (Miyake & Friedman, 2012). Notably though, the
frontopolar region identified in the dual regression analysis has not been characterized as part of
the dorsal attention RSN and is not contained within the dorsal attention RSN that was identified
at the group level of the current study. Rather, this frontopolar region is part of two frontoparietal
RSNs ICs 4 and 9. Importantly, this frontopolar region has previously been linked to maintenance
of goals and abstract task sets (Ramnani and Owenl, 2004; Vincent et al., 2008} Christoff et al., [2009;
Dosenbach et al.l 2008; |Orr and Banich, [2014]). As such, co-activation of regions implicated in the
maintenance of abstract representation and/or goals with the attentional machinery to implement
those goals, characterizes individuals with high levels of common EF.

Regarding the parallel analysis of the LTS sample. We did not find any of the three common
EF effects reported in Reineberg et al.| (2015)) and described above. This inconsistency is discussed
in General Discussion. To build upon this work and account for the possibility that network
properties of the right frontoparietal and ventral attention network are associated with individual
differences in common EF in a way that is different in the second sample, we looked at whole

brain maps for each network rather than just within the statistical clusters identified previously.
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For both networks we found increased activity within middle frontal gyrus was associated with
higher common EF with the caveat that a less conservative correction technique was used for this
analysis (no family-wise error rate correction). This result resembles the finding from [Reineberg
et al.[ (2015) insomuch as we demonstrated variation within a key part of the frontoparietal network
- although there are considerable differences between cerebellum and middle frontal gyrus. While
interpreting results as “variation within a key part of the frontoparietal network” is a vague and
nonspecific description of the results, there is a historical precedent. One of the only other studies
utilizing a dual regression analysis of spatial maps has described network intensity results simply
as variation in the whole network rather than providing specific anatomical specificity for their
results (Tian et al., [2013). Taking this less specific approach, one could say our our parallel
analysis of the LTS sample was congruent with the findings of Reineberg et al.| (2015) because both
analyses revealed variation within the right frontoparietal network. The finding that increased
middle frontal gyrus activity along with the ventral attention network is a novel finding. Together,
these new dual regression analysis results suggest the middle frontal gyrus may have a larger role
globally (or at least in 2 of the major cognitively-relevant, task-positive, resting-state networks) in
higher performing individuals in the LTS sample.

We also extended the dual regression analysis of spatial maps by investigating how network-
to-network time course correlations were related to individual differences in EF in the LTS sample.
This analysis was motivated by a literature review (summarized in Chapter 1) that revealed
network-to-network correlations are perhaps the most behaviorally-relevant feature of the resting
brain. Because performance in a wide array of behaviors was associated with individual differences
in the correlation of frontoparietal and default RSNs, we first sought to investigate how these RSN
correlations was related to common EF ability. Individuals with higher common EF had increased
positive correlations between frontoparietal and default RSNs. Although no consensus theoretical
interpretation of frontoparietal to default correlations exists, some speculate that increased neg-
ative correlations between the RSNs enables segregation of functions. This interpretation stems

from a wide range of studies showing opposing activation in externally directed cognitive tasks
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for the frontoparietal and default RSNs, during which functions of the two networks ought to be
segregated to prevent interference from the internal mentation functions of the default network. In
our study, we found increased positive correlation for high performing individuals implying there
is some benefit to a highly correlated frontoparietal and default network. Considering frontopari-
etal and default functions to be goal maintenance/biasing and internal mentation/autobiographical
thinking, respectively, there are perhaps instances in which those functions work in concert. Per-
haps individuals with high common EF have a tendency to bootstrap goal maintenance with au-
tobiographical memory or other internal mentation strategies. Future work could investigate the
mechanism by which individuals with high common EF develop this intrinsic relationship between
the frontoparietal and default networks. One methodological consideration when trying to fit our
positive correlation finding into a historical context full of negative correlations is that one should
be cautious to attribute a certain functional role to intrinsic network dynamics with no knowledge
of the underlying mechanisms. At this time it is still unknown if the neural processes that underly
positive RSN correlations are that same or different from the neural processes that underly nega-
tive correlations. Considering our lack of understanding of the mechanism underlying correlations
of different directionality, future work could also investigate the relationship between common EF
and the absolute value of the correlation between frontoparietal and default RSNs (or alternatively
explore non-linear relationships).

In the same analysis of network-to-network correlations, we also found increased positive con-
nectivity amongst the task-positive networks was associated with higher common EF. This analysis
was motivated by our interest in the family of task-positive networks which often coactivate in the
context of externally-directed cognitive tasks. When combining all measures of pairwise connec-
tivity between left frontoparietal, right frontoparietal, and dorsal attention networks, we found
a positive relationship between “task positive” connectivity and common EF. This result can be
interpreted in the same way as our default network finding - cooperation and historical coactiva-
tion of all the networks underlying externally-directed attention may be higher in individuals with

higher common EF. The historical coactivation interpretation could even be expanded to propose
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an intervention study. Because coactivation of task-positive networks is a common state in the lab-
oratory, future studies could investigate how practice or training in this coactivation is associated
with gains in cognitive control.

In summary, in the CS sample we found alterations in RSNs associated with high common
EF can be characterized as expanded compared to those with low common EF, encompassing
both higher-order areas involved in setting abstract goals (i.e., frontopolar cortex) and lower-level
regions that could aid in implement those goals more automatically (i.e., cerebellum). We did not
find these same expansions in the LTS sample indicating this finding may be sample or context
dependent. Our network-to-network correlation analyses within the LTS sample indicated that
one property of higher function individuals is a more connected brain. More specifically, we found
increased connectivity among networks typically involved in externally-directed attention (e.g.,
frontoparietal, dorsal attention, ventral attention, cingulo-opercular) was associated with higher

common EF.

2.7.2 Shifting-specific

Higher Shifting-specific EF was associated with variation in a somatomotor/attentional RSN
(IC 11), suggesting it is involved in sensory aspects of spatial processing. Specifically, individuals
with higher EF had greater recruitment of the angular gyrus, which lies outside IC. Lateral parietal
regions are frequently implicated in executive processes, and are especially important for shifting-
specific aspects of EF (Collette et al., 2005; [Esterman et al., 2009), perhaps due to their ability
to integrate multimodal information. Additionally, this particular region of the angular gyrus is
characterized by a distinct pattern of anatomical connectivity to a variety of regions implicated in
higher order cognitive process, such as ventrolateral prefrontal cortex, among others (Uddin et al.,
2010)). Shifting-specific tasks depends not only on active abilities to move from one task set to the
other, but also the passive linking between lower order centers of control and appropriate targets
(e.g., motor regions). It may be that individuals with higher shifting-specific EF effectively utilize

parietal regions to control the stimulus-response mappings that are required to perform different
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tasks.

Regarding the parallel analysis of the LTS sample, we did not find the shifting-specific effect
reported in [Reineberg et al.| (2015). This inconsistency is discussed in General Discussion. To
build upon this work and account for the possibility that network properties of the dorsal attention
RSN are associated with individual differences in shifting-specific EF in a way that is different in the
second sample, we looked at the whole brain dual regression statistical map for the dorsal attention
RSN rather than just within the statistical clusters identified previously. We found four clusters
outside the classic ventral attention RSN whose intensity was related to individual differences such
that more coupling of these regions along with the rest of the ventral attention RSN was associated
with higher shifting-specific EF - bilateral middle frontal gyrus, left superior parietal cortex, and
left midline posterior cingulate cortex. This result can broadly be described as an expanded ventral
attention RSN being associated with higher functioning. Although we did not find expansion to
angular gyrus as in [Reineberg et al| (2015), we did find expansion to a nearby parietal area in
the same hemisphere. We also found the ventral attention RSN was expanded to middle frontal
gyrus which is quite similar to the coupling of middle frontal gyrus and right frontoparietal and
ventral attention RSNs in higher common EF individuals reported above although these areas did
not overlap at all. This particular part of middle frontal gyrus was more inferior and and posterior
than the area reported in the common EF results. Still, finding expansions to nearby middle
frontal gyrus regions for both shifting and common EF shows some consistency, perhaps suggesting
a similar mechanism in middle frontal gyrus but specialization with regard to the application to
particular functions. One study has described middle frontal gyrus (although more anterior and
inferior than reported here) as having a unique “global connectivity” to a diverse array of brain
areas that underlies that particular area’s ability to coordinate many different brain systems, a
connectivity that corresponds to middle frontal gyrus’ role in fluid intelligence (Cole et al., 2015,
2012]).

Building on the dual regression analysis of spatial maps, and, in particular, an inherent

interest in how parietal lobe functions contribute to individual differences in shifting-specific EF', we
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investigated how network-to-network time course correlations were related to individual differences
in shifting-specific EF in the LTS sample. Our earlier analyses of common EF in which we controlled
for shifting-specific and updating-specific EFs demonstrated a lack of relationship between shifting-
specific EF and a number of frontoparietal and default network relationships. One novel analysis
performed for shifting-specific EF was to investigated effects of the connectivity of dorsal attention
network to ventral attention network. There was a relationship such that the individuals higher in
shifting-specific EF had increased connectivity between those networks. Both dorsal and ventral
attention networks have a strong parietal presence. The ventral attention network (in which the
temporal-parietal junction is a key region) is implicated in bottom up attentional processes such as
reorienting or filtering for infrequent stimuli (Vossel et al., 2014). The dorsal attention network’s
functions are complementary and are involved in top down biasing and interfacing with higher-level,
frontal cognitive systems (ibid.). Keeping in line with other interpretations, this could indicate
individuals with a history of coupling between these two systems are more suited for tasks that

involve both top-down biasing and bottom up processes.

2.7.3 Updating-specific

One unexpected aspect of our findings was a lack of a relationship between individual differ-
ences in updating-specific ability and any RSN expansion or time course relationship in either the
CS or LTS samples. On the basis of both theoretical and empirical findings regarding the neural
substrates of updating (Frank et al. 2001), one might have predicted a priori that connectivity
between the DLPFC and basal ganglia might influence individual differences in updating ability.
However, we did not find such an effect. Our null results may arise because of the qualitative
differences between processes supporting updating-specific EF as compared to common EF and
shifting-specific EF. Updating requires the contents of working memory to be manipulated, and as
such may rely more on a more circumscribed brain region, notably DLPFC, without connectivity
to other regions playing as much of a role. In contrast, when switching between tasks, new task

sets and stimulus-response mappings need to be loaded to perform the task, and hence switching
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may rely on a more distributed network (e.g., frontopolar regions for selecting the task set, parietal
regions for stimulus-response mappings, etc.). Of course one must be circumspect when discussing

potential reasons for a null result.

2.7.4 General Discussion

One notable aspect of our results is that the different EF constructs were supported by
distinct sets of resting-state features. Only one aspect of the results was common to multiple EF's -
the presence of middle frontal gyrus in both common EF and shifting-specific results in the whole
brain analyses of the CS-derived ICA components in LTS sample. But the vast majority of our
findings were unique to a particular EF construct. As such, our findings support the idea that EF
represents a family of abilities. More importantly, however, it suggests that these different abilities
may preferentially recruit distinct neural substrates, at least with respect to individual differences
in EF.

The study, and in particular, the analysis of the LTS data, is not without limitations. First,
we experienced a technical limitation of not being able to utilize the same ICA algorithm used on
the CS sample due to high RAM requirements with a data set as large as the LTS sample. The
implementation of the MIGP workaround for RAM requirements, at the current time, is not as
fully featured as vanilla Melodic. The main issue caused by the current MIGP implementation
is inability to perform automatic dimensionality estimation. Without a means to automatically
estimate the number of ICA components that best fits the LTS data, the parallel analysis should
be viewed in a somewhat circumspect manner. Although dual regression analysis using the CS
sample group ICA as a seed is a valid solution, future work must investigate how variation in a
network solution native to the LTS sample is associated with individual differences in EF.

These technical limitation could have contributed to the minimal consistency between the
parallel ICA and dual regression (spatial maps analysis) analyses in the CS and LTS samples.
Differences in the samples is another likely contributor to our inability to replicate the network

expansion findings from the CS study. For example there could be substantial development between
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age 21 and 29 that contributed to a lack of brain/behavior relationships in the areas we focus on
in [Reineberg et al. (2015). Given the stability of the EF constructs over time (Tables
and also see Friedman et al. (2016)), the most likely developmental effects are in the brain.
Age-related changes have been documented in a wide array of age ranges and in both anatomical
and functional neuroimaging measures including cortical volume (Walhovd et al., 2005; |Allen et al.|
2005; [Jernigan et al., 2001; Walhovd et al., | 2011)), cortical thickness (Salat et al., [2004; [Sowell, 2004}
Shaw et al.;, 2008; Lemaitre et al., 2012)), white matter tracts (Asato et al., 2010)), functional brain
networks (Meunier et al., [2009), and resting-state functional connectivity more generally (Bernard
et al.,[2013;|Hampson et al.,|2012; | Mowinckel et al.,|2012; |Yang et al.,|2013). Some preliminary work
suggests neuroanatomical differences in older age contribute to increased cognitive control abilities.
For example, Liston et al. (2006) found decreased radial diffusivity (a measure often associated
with demyelination or poor white matter integrity) within a white matter tract connecting frontal
lobe to subcortical areas was associated with better performance (decreased reaction times) on a
motoric response inhibition task (go/no-go). Taking into account the possibility that age-related
differences in our samples contributed to inconsistencies in the parallel analyses, future work might
consider collecting a sample with a wider age range than each individual study highlighted in this
chapter. Such a study could reveal how age interacts with the relevance of different rs-fMRI features

to behavior at different points in developmental trajectories.

2.7.5 Conclusion

In a large group of individuals, we demonstrate that the resting state architecture of the brain
is associated with individual differences in different aspects of a theoretically motivated framework
of EF the unity and diversity model. The results are notable for providing a fine-grained picture
of the relationships with specific regions within and outside of well-known RSNs. In the case of
common EF, individuals higher in EF had greater recruitment of cerebellar regions within a group-
identified frontoparietal RSN, increased coupling of a frontopolar region to an attention RSN, and

increased connectivity among task positive network and between frontoparietal and default net-



76

works. Those individuals higher in shifting-specific EF had increased coupling of angular gyrus
and a somatomotor/attention RSN as well as increased connectivity between attention RSNs. The
current study significantly expands our knowledge of neural influences on EF, showing that vari-
ability in EF across individuals man be sculpted by patterns of resting-state functional connectivity
within and between large-scale cognitive brain networks. In the next chapter, we will explore how
the connectivity of specific regions, rather than that of large scale networks, is also associated with

individual differences in EF'.



Chapter 3

Associations Between Individual Differences in Executive Function and

Connectivity Profiles of Individual Brain Regions: Graph Theoretic Analyses

Summary

To complement the previous chapter, we also investigate how the connectivity
profile of individual regions might be related to individual differences in executive
function. Based on years of task-based neuroimaging of executive function tasks, a
number of brain regions stand out as particularly important. Graph theory offers
a way of characterizing the importance of individual regions based on the role that
region assumes within the context of a mathematical graph. In this chapter, we discuss
how to digest and simplify the functional connectivity of each individuals’ brains using
several graph theoretical measures. We found a complex pattern of brain connectivity
measures was associated with individual differences in each of the three EF measures
of interest (as reported in [Reineberg and Banich (2016))). We found that one of these
measures of connectivity - how diverse the connections of dorsolateral prefrontal cortex
are - was also associated with individual differences in EF (updating-specific EF) in a
separate sample. A variety of other features did not replicate in our second sample
indicating some context or sample specificity of the observed results.

3.1 Introductions

The goal of the present study is to examine whether differences in the connectivity profiles
of brain regions at rest are associated with differences among individuals in their level of executive
functions (EF). Executive functions (EF) are a set of abilities that allow for the directed pursuit,
maintenance, and modification of goals (Banich, 2009), and they are altered in a large number
of psychiatric and neurological disorders (e.g., Barkley| (1997)); Nieuwenstein et al.| (2001). It is

generally agreed that such abilities rely preferentially on frontal cortex, based on both the results
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of individuals whose EF functions are compromised as a result of localized brain damage (Alvarez
and Emory, 2006; Stuss and Alexander, 2000) and on neuroimaging studies that use univariate ap-
proaches to identify those brain regions whose activation increases when EF demands are increased
(e.g., Banich et al.| (2000a)). One of the more prominent theories regarding the neural bases of EF
suggests that frontal regions work to modulate the processing in remote target brain regions so as
to enable task goals (Miller and Cohenl |2001). Implicit in this theory is the notion that the success-
ful application of executive control requires interaction between brain regions. Empirical evidence
supports such an idea as meta-analyses indicate that EF tasks not only activate frontal regions,
but a network of brain regions extending to parietal regions and beyond (Jurado and Rosselli, 2007;
Wager et al., 2004). Finally, computational models that can successfully mimic performance on EF
tasks indicate that network dynamics are critical for such executive control (e.g., Chatham et al.
(2011)); Herd et al.| (2006} [2014))). Given the strong evidence that EF is supported by an interaction
between disparate brain networks, it is somewhat surprising that neuroimaging studies have, for
the most part, not focused on network properties to better understand individual variation in EF,
an issue we address in the current study.

One notable aspect of EF is that it is known to vary substantially across individuals (Miyake
and Friedman, 2012)). Research on individual differences, including studies utilizing behavioral
genetics techniques, has provided a theoretical framework from which to consider how individuals
differ in their EF abilities. One prominent theory, the unity and diversity model, derived from
intercorrelated patterns of performance across individuals on multiple measures of EF, posits that
EF can be well characterized as consisting of at least three latent factors (Miyake and Friedman,
2012)) - common EF, shifting-specific EF (shifting), and updating-specific EF (updating) - as de-
scribed in more detail in the previous chapters. Neuroimaging studies examining brain activation
while performing a variety of EF tasks (as reviewed in the Introductions of Chapter 1) provide in-
formation on the brain regions that are likely to act as key nodes in brain for each of these distinct
EF factors, and across them more generally. Nonetheless, as these studies focus on the average

pattern of activation across groups of individuals, they provide no information on how connectivity
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of such regions might be related to individual differences in EF, an issue we address in the current
study.

To examine this issue, we investigate connectivity profiles of specific brain regions during
resting-state fMRI (rs-fMRI) because rs-fMRI is purported to reflect stable aspects of brain function
for a given individual. More specifically, rs-fMRI has been used to characterize and quantify low
frequency fluctuations in the BOLD signal while individuals are not engaged in an experimentally-
directed task (hence the name resting state: Fox & Raichle, 2007). A growing number of studies
have shown the pattern of this intrinsic oscillatory behavior between regions mimics patterns of
co-activation during task-based fMRI studies. Specifically, regions that work in concert during the
performance of tasks seem to fluctuate together during resting-state scans (Cole et al., 2014; Smith
et al., 2009). Importantly for the purposes of the present study, these patterns of co-activation
across regions are consistent within an individual across multiple time points that span months to
years (Choe et al., 2015; Shehzad et al., 2009), suggesting that they can serve as a sensitive measure
of individual differences. Hence, the present study examines whether graph theoretic measures of
such static connectivity patterns, which are intrinsic to an individual, are associated with individual
differences in EF. If so, it would suggest that subtle but important individual differences in the
organization of brain networks are associated with the ability to exert executive control.

In the current paper we focus on analyzing such rs-fMRI data using graph theoretic measures.
Graph theory is used to mathematically characterize the functional architecture of the brain as
a set of interconnected nodes (Sporns et al. |2004). Typically in a graph theoretic approach,
the connections (edges) between regions (nodes) are Pearson’s r-values for each possible pairwise
relationship. Summarizing a single node’s pattern of edges to the rest of the brain (or to the subset
of regions to which it is most highly connected) can provide an abundance of information about
the propagation of information through a complex system like the brain, and specifically, what
a given region’s role might be in the context of a larger system. Local graph theoretic measures
can be broadly classified into several groups: measures of integration (including some measures of

centrality), segregation, or other measures of centrality that do not necessarily fall into either of
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the previous categories (Rubinov and Sporns| 2010). Measures of integration, such as betweenness
centrality and participation coefficient, assess a region’s ability to link disparate parts of the brain
(i.e., act as a hub). Measures of segregation, such as clustering coefficient, assess the involvement
of a particular region in specialized local processing. Other measures, such as degree centrality and
eigenvector centrality, are useful for characterizing the general importance of a given region based
on the number of connections to other regions or the number of connections of other important
regions, respectively. In Methods we discuss all graph theoretic measures used in the current study
in more detail.

Our impetus for examining the relationship between graph theoretic measures of resting-
state activation and individual differences in these EF dimensions is motivated by a variety of
considerations. First, at least one prior study by |Cole et al.| (2012) has found that increased global
connectivity of a left lateral prefrontal cortex region implicated in cognitive control is associated
with an individual-difference measure, fluid intelligence. Those researchers speculated that global
connectivity of lateral prefrontal cortex might support the ability of this region to regulate process-
ing in many distinct and disparate brain regions, similar to the role that this region is thought to
play in EF. Second, computational modeling of individual differences in EF suggest that connec-
tivity of lateral prefrontal regions may influence both common EF and switching-specific abilities
(Herd et al., 2014). Third, at least some aspects of cognitive control may benefit from segregation
rather than integration of information. For example, the basal ganglia has been suggested to play
a prominent role in working memory updating (Frank, Loughry, & O’Reilly, 2001), and segrega-
tion of Go vs. No-Go circuits may support such a role (Hazy et al., |2007). Likewise, during task
switching, keeping information about specific stimulus-response mappings for each task separate
might be aided by having relevant regions highly connected and irrelevant regions less connected.

In summary, the current study examines whether individual differences in dimensions of EF
are related to individual differences in graph theoretic measures of brain organization as derived
from resting-state data, which is known to be stable within an individual. The graph theoretic

approach taken in the current study is notable for a variety of reasons. First, unlike prior studies
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that have examined just a single measure of EF (e.g., performance on an N-back working memory
task), the current study looks at 3 well-validated dimensions underlying individual differences in
EF. Second, the current study uses larger-sized samples than prior studies, carefully examining
individual differences in one sample close to 100 individuals and another much larger sample of 251
individuals. Third, brain-EF relationships are examined in an a priori manner and in an unbiased
manner. Prior work by our group and others provided a number of a priori regions of interest.
For example, an earlier study from our group suggested that individual variation in brain structure
including grey matter volume, cortical thickness and cortical folding is related to individual dif-
ferences in the three EF dimensions we examine here (Smolker et al., 2014). Moreover, in another
study we observed that individual differences in brain regions contributing to or composing specific
resting-state brain networks as determined by ICA (e.g. frontoparietal network, dorsal attention
network) are also related to individual differences in two of these three EF dimensions (Reineberg
et al., 2015). While this prior study (Reineberg et al., |2015) examined the strength and composi-
tion of more large-scale resting-state networks as a function of EF dimensions in the same group
of participants as the present study, the focus here is on connectivity profile of specific nodes (i.e.,
smaller brain regions). The current study complements these prior anatomical and network-based
investigations by asking whether or not regions-of-interest in the frontoparietal network have dif-
ferent graph theoretic properties depending on an individual’s level of function for each of these
three dimensions of EF. Interestingly, our prior work also revealed that regions outside the classic
network of regions commonly implicated in cognitive control, such as ventromedial prefrontal cor-
tex, as associated with dimensions of EF. Taking into account these findings, we also performed
an unbiased analysis searching across the whole brain for regions whose connectivity is related to
individual differences in each of the three dimensions of EF. By taking such a broad perspective,
the current study provides important insights into how individual differences in brain connectivity

may be related to individual differences in a notable aspect of cognitive function, namely EF.
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3.2 Methods

3.2.1 Information About Two Sample Design

This analysis utilized the same behavioral and brain data as described in Chapter 2. Due
to the desire to quantify the graph theoretic properties of individual brain areas (as opposed to
networks), we utilized a neuroimaging processing pipeline unique to this chapter. The analysis of
the CS sample was presented in |[Reineberg and Banich| (2016)). Novel to this chapter is a parallel

analysis in the LTS sample.

3.2.2 Brain Data

Neuroanatomical and functional brain data acquisition parameters for the CS and LTS sam-
ples is described in Chapter 2, Methods. Analysis of functional brain data was performed via a
multi-step process documented in Figure and in detail below. This pipeline was identical for

functional data from each sample.

3.2.3 Preprocessing

Preprocessing of brain data was performed in FSL (build 506; Jenkinsonet al., 2012) and
Python. To allow for signal stabilization, the first four or ten volumes of each individual functional
scan (for CS sample and LTS sample, respectively) were removed, yielding 161 or 806 volumes
per subject for additional analysis (again, for CS sample and LTS sample, respectively). The
functional scans were corrected for head motion using MCFLIRT, FSL’s motion correction tool.
Brain extraction (BET) was used to remove signal associated with non-brain material (e.g., skull,
sinuses, etc.). Signal was extracted from masks of the lateral ventricles and white matter and
regressed. FSL’s FLIRT utility was used to perform a 6 degrees-of-freedom affine registration of
each participant’s functional scan to their anatomical volume and a 12 degrees-of-freedom affine
registration of each participant’s anatomical scan to MNI152 standard space. The transformation

matrix from the latter registration was applied to each participant’s functional scan. Finally, the
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Figure 3.1: Data Processing Pipeline. An overview of methods for the graph theory analysis.
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scans were band-pass filtered (.001 - .08 Hz band).

3.24 Network Analyses

For each participant, we extracted the BOLD time series from each of 264, lcm spherical
ROIs, drawn from |Power et al. (2011), which serve as the nodes for the present analysis. We used
these nodes as they are drawn from a meta-analysis of functional activations and have a community
structure that agrees with task-based functional networks (i.e., are organized into networks such
as default mode network and frontoparietal task control network). The functional networks in this
parcellation structure are very similar to the network discussed in Chapter 2 with the addition
of explicitly labeling a cingulo-opercular network. One centimeter spherical ROIs were chosen as
they provide the largest possible size for a given ROI but preclude overlap with neighboring ROIs.
Within each participant, all pairwise Pearson’s r correlations were calculated, yielding a 264 x
264 correlation matrix. All Pearson’s r-values were subjected to the Fisher’s z transformation
to normalize the variance in correlation values. For each node of each connectivity matrix, four
graph theoretic metrics were calculated after a proportional threshold of 0.15 was applied (i.e., only
the strongest 15% of positive correlations were maintained): eigenvector centrality, participation
coefficient, betweenness centrality, and clustering coefficient. As there is no consensus or strong
precedent on which specific sparcity threshold is best, we chose a value in the middle of a range
of values commonly used in related work. We feel the selection of this value balances using very
sparse graphs (e.g., < 10% sparcity threshold, which has been linked to high test-retest reliability
of global graph theory measures (Wang et al. [2011a))) and denser graphs (e.g., > 20% sparcity
threshold, which could potentially investigate the cognitive-relevance of weak connections as in
Santarnecchi et al.| (2014)). Additionally, global connectivity was calculated in an unthresholded
manner on positive edge weights within each connectivity matrix. This analysis process yielded
1320 (264 regions x 5 graph theoretic measures) features per participant for use in further analyses.
All measures were calculated using NetworkX package for Python (Hagberg et al., [2008)).

Our selection of graph theoretic measures was based on the desire to sample a variety of
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connectivity characteristics while also reducing redundancy between measures (e.g., clustering co-
efficient and transitivity are both measures of segregation). First, we chose a basic quantification
of the connectedness of a region, global connectivity. Global connectivity is the unthresholded,
weighted degree centrality, or the average of each row/column of each participant’s positive connec-
tivity matrix. Global connectivity has previously been linked to individual differences in intelligence
and cognitive control (Cole et al., 2012). Second, we chose a measure that weighs a given region’s
important connections more heavily than connections to less important regions, eigenvector cen-
trality. Eigenvector centrality is obtained for each participant by calculating an eigenvector for that
participant’s connectivity matrix such that each component is greater than zero (Newman, [2010).
Third, we chose a measure that reflects how important a region is for connecting disparate parts of
the brain, betweenness centrality (betweenness). This measure provides an index of how frequently
a given region is part of the shortest path between all other pairs of regions in the brain and is one
way of measuring the degree to which a region can be considered a connector hub (van den Heuvel
and Sporns, 2013). Mathematically, betweenness is the sum of the fraction of all other node pair’s
shortest paths that pass through the node of interest (Brandes, 2008; as implemented in NetworkX
in the current study, the resulting value is scaled by the number of other node pairs in the graph).
Fourth, we chose a measure that reflects how diverse a given region’s connections are, participation
coefficient. For example, one region may have a pattern of connectivity such that it is connected to
regions of similar function (i.e., only members of its own community, such as regions within the vi-
sual network), while another region may have significant connections to a diverse set of functional
communities (e.g., frontoparietal network, dorsal attention network, cingulo-opercular network).
Mathematically, participation coefficient measures the diversity of a region’s connections to a set of
a priori defined functional communities such as the visual and frontoparietal resting-state networks
(Guimera and Amaral, 2005). Lesions to regions with a high participation coefficient produce more
severe and broad cognitive deficits than lesions to areas with a lower participation coefficient (War-
ren et al., 2014), suggesting that such regions play a more central role across a variety of processes.

Participation coeflicient is also of interest to the current study as we have recently found that the
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dorsal and ventral attention networks of individuals with high EF are expanded to include regions
not observed in the networks of individuals with lower EF such as the frontal pole and angular
gyrus (Reineberg et all [2015). In the current study, we measure participation coefficient using
the 14 a priori defined functional communities provided by the authors of the reference atlas from
which the nodes were obtained (Power et al., [2011). Finally, we chose a measure thought to reflect
the degree to which a given region is involved in specialized processing, clustering coefficient. Clus-
tering coeflicient is a measure of segregation that could reflect whether or not an area is suitably
isolated from the influence of other functional communities. Mathematically, clustering coeflicient
quantifies the percentage of a region’s neighbors that are neighbors of each other (Onnela et al.,
2005). We did not calculate any other graph theoretic measures.

Our a priori analyses only involved a select set of nodes located in close proximity to sta-
tistical clusters from our prior functional and anatomical studies of individual differences in EF
(Reineberg et al., 2015; Smolker et al., |2014) as well as a set of nodes in close proximity to a
lateral prefrontal cortex region described in (Cole et al. (2012). In all cases, the lcm spherical
nodes that were selected from the reference atlas were either directly overlapping a cluster from
prior research or within lcm of a cluster. All 18 a priori nodes are presented in Table First,
we identified one node that corresponded to frontal polar cortex, two nodes that corresponded to
lateral occipital cortex and precuneus, and three nodes that corresponded to cerebellum. These six
nodes overlap with brain regions that previously showed a relationship between one of the three EF
dimensions and functional connectivity via a complementary network analysis (Reineberg et al.,
2015)). Specifically, resting state networks such as frontoparietal network were expanded to these
areas (to cerebellum, for example) in individuals who showed higher functioning on a given dimen-
sion of EF (see Figure 2.10). Second, we identified nine anatomically separable regions within the
frontal lobe - ventromedial (n = 2), paracingulate (n = 1), orbitofrontal (n = 3), ventrolateral (n =
1), and dorsolateral prefrontal cortex (n = 2) - that were shown to vary (i.e., cortical thickness and
local gyrification) with the level of performance on a given dimension of EF (i.e., regions presented

in Figures 1, 2, and 3 of|Smolker et al.| (2014)). Finally, we identified 3 left lateral prefrontal regions
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in close proximity (< 10mm, average distance = 7mm) to an area that |Cole et al.| (2012) showed
has increased global connectivity in individuals with high fluid intelligence. One of these regions
fell within middle frontal gyrus (MFG) and two fell near inferior frontal junction (see Table 1 of
Cole et al. (2012))). Throughout the rest of this manuscript, the a priori regions will be referred
to as “a priori Region X”. These a priori regions should not be confused with our attempts to
investigate consistency between the two samples as one could confuse the probing of results from
the CS sample in the LTS data as investigating an a prior: relationship of interest as well.

For each of these 18 a priori regions we calculated each of the 5 graph theoretic measures
described above for a total of 90 features. In contrast, the exploratory analysis utilized all 1320
features (264 nodes by 5 measures) to determine which graph theoretic properties of the resting
brain were most strongly related to individual differences in each of the three EF dimensions.
Statistics

A priori analysis: For the analysis of a priori regions of interest, we calculated the statistical
relationship between each of 18 regions of interest and each other three dimensions of EF - common
EF, shifting-specific EF, and updating-specific EF. To do so, we ran linear models regressing each
dimension of EF on each graph theoretic feature from the regions of interest (one model per feature)
while controlling for age and possible motion-related confounds mean translation (average motion
in the x, y, and z plane during the resting-state scan) and mean rotation (average roll, pitch,
and yaw movement during the resting-state scan). To account for sampling error, we performed
1000 permutations of each regression model sampling from the 91 participants with replacement. To
determine which graph theoretic features had significant linear relationships with each dimension of
EF, we calculated a p-value associated with the mean of each feature’s bootstrapped t-statistics. We
report graph theoretic features with bootstrap p-value < 0.05. Results of these multiple regression
models are reported in Results a priori analysis and Table

Exploratory Analysis. For the exploratory analysis, we calculated the statistical relationship
between each graph theoretic feature and each of the three EF dimensions of interest. To do so, we

ran linear models regressing each EF dimension on each graph theoretic feature while controlling
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Table 3.1: a priori Regions of Interest. Table lists all a priori regions of interest, index
number from the current study, index number from the 264 node reference atlas (Power et al.
2011), anatomical label, and MNI coordinates. Regions 1-3 were on interest due to proximity to
regions taken from Reineberg et al. (2015). Regions 4-15 were of interest due to proximity to
regions from Smolker et al. (2014). Regions 16-18 were of interest due to proximity to regions from
Cole et al. (2012). VMPFC = ventromedial prefrontal cortex, VLPFC = ventrolateral prefrontal
cortex, DLPFC = dorsolateral prefrontal cortex.

Index Reference Atlas Index Label X Y 7z
1 197 Frontal Pole -34 55 4
2 74 Lateral Occipital Cortex -41 -75 26
3 87 Precuneus -39 -75 44
4 243 Cerebellum - Lobule VI -16  -65 -20
5 183 Cerebellum - Crus I/Lobule VI -18 -76 -24
6 244 Cerebellum - Lobule VI -32 -b5 -25
7 5 VMPFC 8 41 -24
8 76 VMPFC 8 48 -15
9 109 Paracingulate Gyrus -3 44 -9
10 3 Orbitofrontal Cortex 24 32 -18
11 180 Orbitofrontal Cortex 24 45 -15
12 181 Orbitofrontal Cortex 34 54 -13
13 200 VLPFC 43 49 -2
14 188 DLPEFC -42 38 21
15 220 Frontal Pole -39 51 17
16 187 Inferior Frontal Junction 41 6 33
17 201 DLPFC -42 25 30
18 176 Inferior Frontal Junction 47 11 23
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for age and possible motion-related confounds mean translation and mean rotation. To account
for sampling error, we performed the same bootstrapping procedure described above. We report
graph theoretic features with bootstrap p-value < 0.005 (p < 0.015/3, or p corrected for performing
three sets of analyses, one for each dependent variable of interest). Results are presented in Results
whole brain analysis and Table

Finally, as an exploration of the amount of variance that might be potentially explained by
the full set of features (N = 1320) identified in the exploratory analysis, we included all measures
for a given EF dimension (n = 9 for common EF, n = 11 for shifting, n = 7 for updating) in a
multiple regression model (i.e., one model for each EF dimension). Although these models run
the risk of over-fitting the data, they provide a benchmark for comparison in future studies. We
compared the percentage of variance explained by the combined set of appropriate features for a
given EF measure to a set of graph theoretic features of the same size drawn randomly from all
features. We discuss the overall amount of variance explained in each EF measure in Results whole
brain results. All statistics were calculated using Scikit-learn (Pedregosa and Varoquaux, 2011)) and

statsmodels modules for the Python programming language.

3.3 Results - CS Sample

We first performed analyses to ensure that our sample was representative relative to prior
studies. As reported previously (Reineberg et al., |2015)), behavioral performance for this group
of participants on the EF tasks and pairwise correlations between the three EF tasks was in line
with previous studies examining individual differences in EF using similar behavioral tasks. We
then examined whether the connectivity pattern for the resting-state fMRI data between areas for
these 91 participants is in line with prior reports (e.g., [Power et al| (2011)). Figure shows
the community structure of the group average connectivity matrix across all 91 participants. The
modules, positioned along the diagonal of the matrix are qualitatively similar to those found in
group connectivity matrices from prior research using the same reference atlas (e.g., when compared

to the connectivity matrix provided in Figure 3 of |Cole et al.| (2014)).
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Figure 3.2: Group Average Connectivity Matrix and Modules in CS Sample. Group
connectivity matrix calculated from the average of 91 participants’ individual connectivity matrices.
Red indicates positive Pearson’s r-values and blue indicates negative Pearson’s r-values. CO =
cingulo-opercular, DA = dorsal attention, FP = frontoparietal, SSM = sensory/somatomotor, VA
= ventral attention.

B Auditory DA N Memory BN 55M Mouth I Subcortical VA
co s Default 55M Hand Salience B Uncertain Visual
B Cerebellar FP

1.0

0.5

0.0

-1.0

L3



91

3.3.1 a priori ROI Analysis in CS Sample

Individual differences in the three EF dimensions were associated with differences in the
graph theoretic properties of 10 of 18 a priori regions-of-interest (See Figure for location of
all regions). For relationships between EF dimension and graph theoretic measures, all t-statistics
are presented in Table and are the mean t-statistic from 1000 permuted multiple regression
models controlling for age and movement during the resting-state scan.

a. Higher common EF was associated with decreased eigenvector centrality and decreased
clustering coefficient of a portion of the precuneus (a priori Region 3), decreased global connectivity
and decreased eigenvector centrality of a pregenual region of the paracingulate gyrus region (a priori
Region 9), and decreased betweenness centrality of a dorsolateral frontal pole region (a priori Region
15). In sum, higher common EF is associated with less hublike and less central regions involved
in cognitive control (precuneus, dorsolateral frontal polar regions), and emotion-related prefrontal
areas (pregenual cortex).

b. Higher shifting was associated with decreased global connectivity of a region of Lobule
VI of the cerebellum (a priori Region 4), decreased clustering coefficient of a pregenual region of
the paracingulate gyrus region (a priori Region 9), decreased global connectivity and decreased
eigenvector centrality of an orbitofrontal region of the frontal pole (BA 10/47) (a priori Region
11), decreased clustering coefficient of a ventrolateral (i.e. inferior frontal gyrus) frontal pole region
(a priori Region 13), increased clustering coefficient and decreased participation coefficient of a
middorsolateral region (i.e., middle frontal gyrus, MFG; a priori Region 14), and increased global
connectivity of a posterior MFG region near the inferior frontal junction (a priori Region 16). In
sum, higher shifting EF is associated with less locally focused connectivity (as represented by a
decreased clustering coefficient) in pregenual and ventrolateral region, but increased locally focused
connectivity in in midlateral frontal polar regions. It is also associated with less central attributes
of orbitofrontal regions, decreased global connectivity of the cerebellum and orbitofrontal regions,

and increased global connectivity of the inferior frontal junction.
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Figure 3.3: Results from Analysis of a priori Regions of Interest in CS Sample. Colored
spheres indicate the location of a priori regions of interest with significant relationships to one of
three EF measures. Red = common EF, green = shifting-specific EF, blue = updating-specific EF,
multiple colors = combination of EF measures.
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c. Higher updating was associated with decreased global connectivity of a region of Lobule
VI of the cerebellum (a priori Region 6), decreased betweenness centrality of dorsolateral frontal
pole region (a priori Region 15), and decreased participation coefficient of a dorsolateral (MFG)
region of prefrontal cortex (a priori Region 17). In summary, higher updating is associated with
less hublike frontopolar and dorsolateral prefrontal regions, and less global connectivity of the
cerebellum.

No relationships were found for a priori nodes 1, 2, 5, 7, 8, 10, 12, and 18.

3.3.2 Whole Brain Analysis in CS Sample

All statistics are presented in Table and are the mean t-statistic from 1000 permuted
multiple regression models controlling for age and movement during the resting-state scan. See
Figure for location of all regions.

a. The regions associated with higher common EF generally fell into two broad categories:
frontoparietal regions, and regions of the left temporal lobe. With regards to the frontoparietal
network, results revealed that higher EF was associated with decreased clustering coefficient of
a dorsal frontal pole region (Region 2), decreased global connectivity and decreased eigenvector
centrality of a dorsolateral prefrontal cortex region (i.e., MFG; Region 5) and increased betweenness
centrality of a region of the supplementary motor area (BA 6) (Region 7). In sum, higher common
EF was associated with decreased centrality of lateral prefrontal regions and more hublike medial
aspects of the frontoparietal network and cuneus. With regards to temporal regions, higher EF
was associated with decreased clustering coefficient of a lateral (Region 3) and decreased global
connectivity of a medial (Region 8) portion of the anterior inferior temporal gyrus, decreased global
connectivity of a middle temporal gyrus region (Region 6), and increased eigenvector centrality of
the posterior temporal cortex at its junction with lateral occipital cortex (Region 4). In sum, higher
EF is associated with less globally connected left anterior temporal regions and a more hublike
left posterior temporal cortex. Additionally, higher common EF was associated with increased

betweenness centrality of a portion of the cuneus (Region 1).
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Figure 3.4: Exploratory Results in CS Sample. Regions from the exploratory Analysis
with connectivity profiles related to EF. Colored spheres indicate the location of regions with most
significant relationships to each of three EF measures. Red = common EF, green = shifting-specific
EF, blue = updating-specific EF, multiple colors = combination of EF measures.
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b. Higher shifting specific EF was associated with the connectivity characteristics of sets of
bilateral nodes within the cingulo-opercular network as well as some somato-motor areas. In par-
ticular, higher shifting specific EF was associated with increased betweenness centrality of cingulo-
opercular cortex in the left hemisphere (Region 12), and decreased betweenness centrality of an
analogous region in the right hemisphere (Region 13); decreased betweenness centrality of a rostral
anterior cingulate gyrus region both in the left hemisphere (Region 10), and the right (Region 11);
and an increased participation coefficient in both the left postcentral gyrus region (Region 17) and
the right postcentral gyrus region (Region 18). In sum, higher shifting-specific EF was associated
with differential hubness of right and left fronto-opercular-insular regions, less hublike rostral an-
terior cingulate cortex and more hublike postcentral gyrus. In addition, higher shifting specific
EF was associated with greater participation coeflicient and decreased clustering coeflicient of a
posterior cingulate gyrus region (Region 9), increased betweenness centrality of a lateral occipital
cortex region (Region 14), decreased global connectivity of a middle temporal gyrus region (Region
15), and decreased clustering coefficient of a region of the occipital fusiform gyrus (Region 16).

c. Higher updating was associated with graph theoretic properties of some frontal and parietal
nodes, including decreased betweenness centrality of a frontal pole region (Region 20), decreased
eigenvector centrality of a ventral postcentral gyrus region (Region 22), decreased betweenness
centrality of a dorsal precentral gyrus region (Region 23), decreased clustering coefficient of a sup-
plementary motor area region (Region 7), and decreased betweenness centrality of a supragenual
region of the anterior cingulate gyrus (Region 19). In sum, higher updating specific EF was asso-
ciated with less hublike lateral and medial prefrontal cortex as well as a precentral gyrus region.
Higher shifting-specific EF was also associated with decreased clustering coefficient of a lateral
occipital cortex region (Region 21) and an inferior temporal gyrus region (Region 3).

To explore the combined ability of each set of exploratory features to explain variance in
each of the three EF dimensions, we conducted a multiple regression analysis regressing each of the
three EF dimensions on the sets of regressors in the three paragraphs above. For common EF, the 9

exploratory features explained 42.9% of the variance in EF ability (F (g g1y = 6.77, p < 0.001). We
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permuted 1000 null models regressing common EF on randomly selected sets of 9 graph theoretic
features. On average, these models explained 20.7% of variance in common EF. For shifting-specific
EF, the 11 exploratory features explained 54.8% of the variance in EF ability (F(;;, 79y = 8.72, p <
0.001). We permuted 1000 null models regressing shifting-specific EF on randomly selected sets of 9
graph theoretic features. On average, these models explained 22.8% of variance in shifting-specific
EF. For updating-specific EF, the 7 exploratory features explained 34.1% of the variance in EF
ability (F(7, g3y = 6.14, p < 0.001). We permuted 1000 null models regressing updating-specific EF
on randomly selected sets of 7 graph theoretic features. On average, these models explained 14.4%
of variance in updating-specific EF. Even considering the likely overfitting of these models, the
graph theoretic measures of brain systems accounted for a non-trivial amount of variance related

to individual differences in each of these aspects of EF.

3.4 Results - LTS Sample

We extracted all the features identified in the analysis of the CS sample and replicated
regression models in the LTS sample. The results are largely null. However one feature identified
in the exploratory analysis of the CS sample as associated with individual differences in shifting-
specific EF was also associated with individual differences in shifting-specific EF in the LTS sample.
The same was true for a single feature associated with individual differences in updating-specific

EF.

3.4.1 Models Involving a priori Regions of Interest from the CS Sample

We tested the five features identified as significantly associated with common EF in the
analysis of the CS sample. None of these five features were significantly associated with individual
differences in Common EF. This was also true for the eight shifting-specific features. Of the
three updating-specific features identified above in the CS sample, one feature exhibited the same
relationship in the LTS sample. Higher updating-specific EF (age 29) was associated with decreased

participation coefficient in DLPFC (a priori Region 17, t = -2.614, p = 0.009; Figure (3.5)). This
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relationship was present when using a measure of updating-specific EF collected at age 23 (¢t =

-2.389, p = 0.018) but not from age 17.

3.4.2 Models Involving Features from CS Sample Exploratory Analysis

None of the nine common EF features identified in the exploratory analysis of the CS sample
were significantly associated with individual differences in common EF in the LTS sample.

One shifting-specific feature identified in the exploratory analysis of the CS sample, the
participation coefficient of postcentral gyrus (Region 17) was significantly associated with individual
differences in shifting-specific EF in the LTS sample. Individuals with higher shifting-specific
EF had decreased participation coefficient in postcentral gyrus (¢ = -3.118, p = 0.002). This
relationship was also observed when using shifting-specific EF data collected at age 23 (¢t = -2.956,
p = 0.003) and age 17 (¢ = -2.420, p = 0.016) as well.

One updating-specific feature identified in the exploratory analysis of the CS sample, the
betweenness centrality of right frontal pole (Region 20) was significantly associated with individual
differences in updating-specific EF in the LTS sample. Individuals with higher updating-specific
EF had increased betweenness centrality in frontal pole (¢t = 2.275, p = 0.024). This relationship
was non-significant when using updating-specific EF data collected at age 23 and showed a trend

in significance when using age 17 data (¢ = 1.861, p = 0.064).

3.5 Discussion

The main finding of the current study is that individual differences in three different dimen-
sions of EF - common EF, shifting-specific EF, and updating specific EF - are associated with
distinct aspects of regional functional connectivity, both with regards to regions involved and the
nature of their connectivity as assessed by different graph theoretic measures. While some of the
identified regions fall within the frontoparietal network, which is typically conceptualized as a brain
network that is critical for EF, other regions fall within networks less typically associated with EF.

Importantly, exploratory analyses suggest that the graph theoretic measures identified could ac-
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Figure 3.5: Relationship Between Updating-specific EF and Participation Coefficient
of DLPFC in the LTS Sample. Scatterplot of relationship between individual differences in

updating-specific EF and participation coefficient of dorsolateral prefrontal cortex (DLPFC) in the
LTS sample.
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count for a significant amount of the variance across individuals in each of the different aspects of
EF in the CS sample (no equivalent analysis was performed in the LTS sample). A few features
identified in these analyses were associated with individual differences in EF in an analysis of a
separate sample suggesting some of the features identified in this work could be a more general
predictor that is robust to differences in samples such as age and minor variation in behavioral mea-
surement while other features may be specific to the sample or context of the CS sample. Below

we discuss the implications of these finding for each of the three EF dimensions.

3.5.1 Common EF

Our results indicated that individual differences in common EF are associated with differential
patterns of connectivity for numerous nodes in our analysis of the CS sample. In general, the pattern
observed is that individuals with higher common EF have nodes with less central attributes (i.e.,
lower eigenvector centrality or other measures of relative importance) than individuals with lower
common EF. Higher common EF was associated with lower eigenvector centrality, which reflects
how much a node connects to other important nodes within the brain, in a priori regions 3 and
9 as well as exploratory region 5 precuneus, paracingulate gyrus and MFG, respectively. Higher
common EF was associated with lower global connectivity, which measures connectivity of any
strength across the whole brain, in a priori region 9 as well as exploratory regions 8, 6, and 8.
Hence, individuals with higher common EF do not appear to have a brain organization in which a
portion of the frontoparietal network acts as a highly centralized hub, but instead have a number
of widely distributed regions (from a variety of resting-state communities) that play an important
role.

This general pattern, and more specifically lower global connectivity in a node within right
lateral prefrontal cortex (exploratory region 5) situated squarely within dorsolateral prefrontal
cortex (DLPFC), appears to directly conflict with the suggestion of |Cole et al. (2012) that high
global connectivity of the homologous region in the left hemisphere allows it to flexibly modulate

activity across the whole brain. The reason for the discrepancy in these findings is not clear. It
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may be that these differences reflect aspects of hemispheric asymmetries that are associated with
individual differences in common EF. Additionally, this reversal in the direction of this particular
relationship could either highlight the utility of our multidimensional approach to EF (i.e., less
susceptibility to measurement error) or perhaps suggest that the finding of |(Cole et al| (2012)) is
driven by some aspect of intelligence and working memory (the primary measure of their study)
that is not captured by our common EF measure.

Regarding how well hubs integrate information across disparate brain regions, as assessed
by betweenness centrality, there were some notable findings. In particular, two midline nodes
in the frontoparietal network, one in the supplementary motor area and another in the cuneus,
showed increased betweenness centrality with higher common EF. In addition, higher common EF
was associated with increased eigenvector centrality of a region at the juncture of the occipital
and temporal lobes. Notable is the cuneus region because this node is only slightly posterior and
inferior to a superior parietal region (-18, -69, 51) that emerged in a task-based positron emission
tomography (PET) conjunction analysis of eight EF tasks (Collette et al [2005) chosen for their
correspondence to the three facets of EF used in the current study. Based on the location of this
node in superior cuneal cortex and caudal precuneus, this region is likely involved in higher-level
attentional processing, which may play a role in supporting common EF.

Regarding measures of segregation, we found higher common EF was associated with de-
creased clustering coefficient for nodes in the precuneus, frontal pole, and inferior temporal gyrus.
This finding suggests that the functioning of these nodes is not as isolated from that of other
brain regions for individuals with higher compared to lower common EF. This effect for one of the
frontopolar nodes identified in our whole brain analysis (exploratory Node 2) is notable as it is
close to the frontal pole region) that emerged in our prior ICA-based analysis as associated with
common EF ability (x = -26, y = 55, z = 4; |[Reineberg et al.| (2015)). In particular, in that study
we found that individuals with higher common EF had dorsal attention networks that extended
to this region. This node falls within regions that have been suggested to enable control at the

highest level of abstraction (Badre|, 2008} |Koechlin et al., |2003|), Hence, we would speculate that
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decreased local processing at this node may enhance the reach or influence of such abstract con-
trol in individuals with higher common EF. According to a recent parcellation of the frontal pole
performed by our lab (Orr et al., 2015)), such frontopolar regions have connections that are mainly
limited to prefrontal regions. In addition, our parcellation suggests a gradient of function from
monitoring/regulation in more medial aspects to cognitive representations in more lateral aspects.
Connectivity also suggests a second gradient representing actions and plans in more dorsal aspects
and stimuli/emotions in more ventral aspects. Based on the anatomical connectivity of the frontal
pole region identified in the current study, the region we have identified as associated with common
EF appears to be involved in cognitive representations of actions and plans.

In our parallel analysis of the LTS sample, we tested all the features identified in the a prior:
and exploratory analysis. We did not find any exact replications for common EF with regard to
regional connectivity profiles as assessed by graph theory measures. We discuss this inconsistency

in Comments on Consistency in Parallel Analyses.

3.5.2 Shifting-specific EF

We found a graph theoretic property of one region was significantly associated with individual
differences in shifting-specific EF in both the CS and LTS samples. In the CS sample higher
shifting-specific EF was associated with increased participation coefficient in left and right primary
sensory cortex (exploratory regions 17 and 18). In the LTS sample, higher shifting-specific EF
was associated with decreased participation coefficient in left primary sensory cortex (exploratory
region 17). Shifting-specific EF is described as the ability to fluidly transition between different
representations of task-set. This ability involves both the mechanism of transitioning between
task sets and maintaining representations of task sets that are often multimodal in nature (i.e.,
may contain a variety of sensory information and also mappings between the sensory stimuli and
appropriate motor responses). While parietal regions are often thought of as being involved in
shifts of attention, somatosensory regions are more likely to be involved in the stimulus-response

mappings that vary among tasks, a more concrete and less abstract level of planning. It may be
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that increased connectivity in regions associated with stimulus-response mapping allows individual
with higher switching-specific EF to link stimuli and responses for a given task more easily or
allow for more robust or distinct stimulus-response representations for each task set. A notable
inconsistency between the two samples is the reversal in direction of this relationship such that
in the younger sample, higher shifting-specific ability was associated with higher participation
coefficient in primary sensory cortex. In the older, LTS sample, higher ability was associated with
less participation coefficient of the same region. This direction flip could be an indicator of some
underlying developmental process or changes related to the finalization of brain development (e.g.,
white matter integrity, cortical thickness). Future work is necessary to comment on the specific
role of somatomotor connectivity in shifting-specific EF.

The graph theoretic properties of several other regions were associated with individual differ-
ences in shifting-specific EF in the CS sample. Another node related to motoric function that was
associated with shifting-specific EF was observed in the cerebellum (a priori region 4), which resides
within lobule VI. As demonstrated by Bernard et al. (2012), this region has strong connectivity to
motoric regions (dorsal premotor cortex) as well as regions within the frontoparietal network in-
cluding the dorsolateral prefrontal cortex, the inferior frontal gyrus and the inferior parietal lobule
(see Bernard et al. (2012), Figure 3). Greater shifting-specific EF was associated with less global
connectivity of this node, perhaps indicating greater specific connectivity to these frontoparietal
regions.

In addition, shifting-specific EF was also associated with the connectivity of nodes within
the cingulo-opercular network, a characteristic also not observed for common EF. Higher shifting-
specific EF was associated with decreased betweenness centrality of nodes in the rostral portion
of the dorsal anterior cingulate cortex (exploratory regions 10 and 11). A recent meta-analysis of
functional terms significantly associated with this region (as found within Neurosynth database;
Yarkoni et al.| (2011)) by our group (De La Vega et al., in press) includes shifting (as well as
inhibition and conflict). Associations between shifting-specific EF and betweenness centrality were

also observed for anterior opercular regions (exploratory regions 12 an 13), but with the direction
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varying by hemisphere (higher shifting-specific EF associated with increased betweenness centrality
in the left hemisphere, but decreased betweenness centrality in the right hemisphere). At least some
research suggests that the cingulo-opercular network is associated with task sets (e.g., Petersen and
Posner| (2012))) although it remains unclear whether its role is to maintain task sets or to implement
the selection process associated with motoric aspects of task sets (e.g. see [Banich et al.| (2000Db])
for a discussion of the role of lateral prefrontal cortex in maintaining task sets and [Milham and
Banich| (2005) for discussion of the role of cingulate regions in late-stage response selection). Hence,
variations in betweenness centrality, which reflects the degree to which a node connects disparate
brain regions, may influence the ability to impose the task sets required to shift between tasks.
Finally, a number of lateral prefrontal nodes from our a priori analysis and exploratory whole-
brain analysis were associated with shifting-specific EF. The location of these nodes ranged from
frontopolar regions to ventrolateral regions to mid-dorsolateral regions. One a priori region of
interest (a priori Region 11) for shifting-specific EF came from Smolker et al,| (2014)) who found
decreased volume and gyrification of an orbitofrontal /ventrolateral prefrontal cortex region in in-
dividuals with high shifting-specific EF. We found an association for a ventral orbitofrontal node
(BA 10/47) within that region such that decreased global connectivity and eigenvector centrality
was associated with increased shifting-specific EF. Traditionally, this region has been associated
with reward processing and valuation (Sescousse et al.; [2010), however, some task-based studies
of task-set shifting have found involvement of lateral orbitofrontal regions as well (Hampshire and
Owenl, 2006). In addition, we found individuals with high shifting-specific EF had a decreased
clustering coefficient in a node within the vIPFC portion of this a priori right hemisphere region.
This region has been clearly implicated in set shifting in functional neuroimaging studies (Goel
and Vartanian, [2005; Hampshire and Owenl, [2006; Konishi et al., |1998; Monchi et al., 2001)), with
a suggested specific role in the dimensional change aspect of shifting rather than stimulus-response
mapping or other shifting-related processes (Hampshire and Owen, 2006). Our study suggests that
shifting-specific EF is supported by a less encapsulated role of this region; however, we did not

find complementary evidence of high integration of this area being associated with high shifting-
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specific. Future work is required to clarify the potential link between decreased clustering coeflicient
in vIPFC and dimensional change ability.

We also observed a relationship for regions of left dorsolateral prefrontal cortex. One node
falls within mid-dorsolateral prefrontal regions (i.e. BA 46), which is classically considered to
be associated with working memory (Petrides, 2000). Higher shifting EF was associated with an
increased clustering coeflicient, indicating enhanced local processing, and reduced participation,
which is associated with connections to a wider diversity of modules. As such, it appears that this
region has a more focal organization in individuals with higher shifting-specific EF. We speculate
that such an organization may allow for less interference of task-sets and responses as one shift for
this region and another more posterior region associated with increased global connectivity. This
was an priori region of interest due to a study that found lateral prefrontal cortex was more globally
connected in individuals with high fluid intelligence (Cole et al., 2012). We were especially inter-
ested in this finding for two reasons. First, there is strong co-linearity between general intelligence
and common EF, updating-specific EF, and to a lesser extent, shifting-specific EF (Friedman et al.,
2008]). Second, the 3-back task used in that study, like all EF tasks, suffers from a task impurity
limitation in that both common EF and updating-specific EF explain some of the variability in
performance on the task (Miyake & Friedman, 2012). Using our multicomponent approach, how-
ever, we were able to disentangle the relationships between connectivity of lateral prefrontal cortex
an each of these EF dimensions separately. We found an association with updating specific EF but
not with common EF.

We also found associations with a node within a more posterior section of the left dorsolateral
prefrontal cortex that is situated at the inferior frontal junction. This region has been implicated
in meta-analyses as being involved in switching (Derrfuss et al., 2005). While there are a variety
of theories with regards to the function of this region, at least one prominent idea is that it is
involved in linking goal-related information to action-related information (De Baene et al., [2012).
For this node greater shifting-specific EF was associated with increased global connectivity, which

may allow for better integration of these two types of information (i.e., goal-related, action-related).
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3.5.3 Updating-specific EF

We found a graph theoretic property of one regions was significantly associated with individ-
ual differences in updating-specific EF in both the CS and LTS samples in the same direction. One
might have expected that connectivity of the DLPFC would be important for updating-specific EF
as this region has also been implicated as important for the manipulation of information in working
memory by a number of task-based fMRI studies and meta-analyses of working memory processes
(Barbey et al., 2013; Wager and Smith, 2003)). In fact, we found higher updating-specific EF ability
was associated with decreased participation coefficient in DLPFC (a priori region 17). This same
relationship was found in the LTS sample as well. This result could indicate that the cognitive
functions of DLPFC depends, in part, on a more circumscribed connectivity pattern rather than
broad connectivity to many functional communities in the brain. In fact, both empirical research
and computational modeling (Frank et al., 2001; Hazy et al., 2007), suggest that the updating of
working memory relies heavily on the specific functional connectivity between the DLPFC and the
basal ganglia. If so, higher updating-specific EF may be associated with less broad-based connectiv-
ity of the DLPFC. Given this relationship was the only feature found to be significantly associated
with individual differences in EF in both samples and in the same direction and magnitude, par-
ticipation coefficient of DLPFC presents as a possibly special feature of the resting brain. Unlike
other features which are present in one or the other sample, the connectivity profile of DLPFC may
be less context or demographic specific. Future work should explore the predictive value of this
feature.

One feature from the CS study, the betweenness centrality of frontal pole (Region 20) was
significantly associated with individual differences in updating-specific EF in the LTS sample as
well, however, the direction of the relationship in the LTS sample was opposite of the relationship
found in the CS study. For LTS participants, higher updating-specific EF was associated with
increased betweenness centrality. Although this direction flip is perplexing, it could perhaps be

driven by developmental differences in the two samples. Adding to our confidence in this finding
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it how close in proximity this frontal polar (BA10) area (X = 31, Y = 56, Z = 14) is to an area
found by |Collette et al.| (2005) to be implicated in updating-specific EF processes in a task-based
PET context (X =34, Y =51,7Z =9).

The remaining set of results for updating-specific EF were found only in the CS sample.
In general, updating-specific EF was associated with less hublike and less central properties in
a variety of nodes spanning laterally from frontopolar to dorsolateral to premotor cortex, and
medially from sub- to supragenual portions of anterior cingulate cortex. Better updating-specific
EF was associated with reduced betweenness centrality, which reflects how much a node connects
disparate parts of the graph, in dorsolateral frontal pole (a priori region 15) as well as supragenual
anterior cingulate cortex, frontal pole, and premotor cortex (exploratory regions 19, 20, and 23). In
addition, higher updating-specific EF was associated with reduced eigenvector centrality of primary
sensory cortex (exploratory region 22). Higher updating-specific EF was also associated with lower
global connectivity in a left cerebellar lobule VI region (a priori region 6).

Individual differences in updating-specific EF also seem to rely on reduced segregated con-
nectivity in some areas, as we found an association between reduced clustering coefficient in the
inferior temporal gyrus, supplementary motor area, and lateral occipital gyrus (exploratory regions
3,7, and 21). This decreased segregation was not accompanied by increased centrality or more
hublike connectivity in these regions. Take together, higher updating-specific EF seems to rely on
the connectivity of a diverse set of regions spanning those responsible for both higher-level and

lower-level cognitive functions.

3.5.4 General Discussion

One of the more perplexing aspects of EF is that it seems to rely rather generally on the
frontoparietal network across many tasks and individuals, with little or no specificity to the regions
involved. Explorations using an individual differences approach, such as in the present study, begin
to provide insight into how variations in brain function within the regions of this critical network

might be associated with both the nature and the level of executive control. In our prior work, we
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have demonstrated that individual differences in each of the aspects of EF explored here - common
EF, shifting-specific EF, and updating-specific EF - are associated with unique patterns of gray
matter volume and white matter characteristics (Smolker et al., 2015) as well as with the strength
and spatial composition of resting-state networks as determined by ICA (Reineberg et al., 2015]).
Here we expand that picture by showing that, in addition to variation in the size or composition
of resting-state networks, EF ability may be linked to complex measures of the connectivity profile
of a number of brain regions.

As mentioned above, the frontoparietal network appears to modulate processing in other
brain regions so as to exert control (Miller and Cohen, 2001). Hence, how connected these fron-
toparietal regions are to the rest of the brain may modulate how accessible different regions are
to control by frontal regions, and such accessibility may in turn influence individual differences in
dimensions of EF. Nonetheless, an important aspect of the current results is the finding that it
is not just connectivity of nodes within the frontoparietal network, but also nodes outside of it
that influences individual differences in EF. For example, connectivity of temporal lobe regions as
well as sensori-motor regions also appears to influence dimensions of EF. These findings require
a reconceptualization of the neural systems underlying EF and suggest that they may be more
broad-based than is typically conceptualized.

Finally, our results provide an interesting perspective on the unity and diversity model of
individual differences in EF, providing converging evidence for its validity. For the most part the
nodes whose connectedness is related to individual differences in EF were distinct for the three
major facets of EF: common EF, switching-specific EF, and updating-specific EF. Such anatomical
specificity suggests that indeed these constructs are tapping into distinct networks, which support

each of these three dimensions of EF.

3.5.5 Comments on Consistency in Parallel Analyses

Overall, we found only one rs-fMRI graph theory metric that was associated with individual

differences in updating-specific in both the CS and LTS samples. This relationship was strong and
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robust to the many differences between the two samples, suggesting it could perhaps be a neuro-
marker of EF. Future work should explore the predictive value of this measurement in a variety
of other contexts. Although that single feature is an exciting area for future exploration, there is
a question of the usefulness of graph theoretic measures for investigations of individual differences
in behavior given the lack of consistency between our parallel analyses and, especially, the two
relationships that went in opposite directions between the two samples (participation coefficient
of postcentral gyrus for shifting-specific and betweenness centrality of frontal pole for updating-
specific). The features we’ve identified as significantly associated with individual differences in EF
in the CS sample are not also associated with individual differences in EF in the LTS sample. It is
unknown why this is the case, however, these results indicate caution should be taken when inter-
preting the generalizability of brain-behavior relationships (i.e., results should be read as specific
to the sample or experimental context).

One notable difference between the two samples that could have contributed to this lack
of consistency in the parallel analyses is the mean age difference between the groups. Because
the two samples were collected on either side of the period of time when brain connectivity and
structure slows down considerably, the cognitively relevant aspects of rs-fMRI could differ in the
two age groups. It would be entirely inappropriate to discount the older LTS samples usefulness
in increasing our understanding of the neural basis of EF's (via graph theory analyses) because no
new exploratory analyses were performed on these data. An ideal follow up analysis considering
the features identified in the CS sample are not associated with individual differences in the LTS
sample would be to perform a new data driven analysis of the LTS sample to determine which
features are most associated with individual differences. Such an analysis could possibly identify
nodes very close in proximity to those discussed in the CS sample results or even an entirely new set
of features. Additionally, it is still possible for a new set of exploratory features is associated with a
substantial about variance in each of the three EF's in the LTS sample. Future work should explore
this possibility. If a new exploratory analysis does not reveal a set of regions whose connectivity

explains a substantial amount of variance in EF, perhaps graph theory only has utility before
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individual reach a common developmental maturity. Additionally, future studies that include a
sample of individuals whose age range from late adolescents to young adulthood might be able to
more directly examine the predictive power of the specific rs-fMRI features identified above in the

analysis of the CS sample.

3.5.6 Limitations

The current study is not without limitations. Limitations of the current study are similar to
those of other investigations of individual differences in cognitive abilities as a function of rs-fMRI.
Notably, we cannot disentangle whether differences in rs-fMRI are due to sculpted history of neural
activity or differences in the quality of cognition or unconstrained thoughts between high and low
ability individuals. On the one hand, a dominant theme emerging from prior literature is that
fluctuations in rs-MRI reflect the intrinsic functional organization of the brain (Fox & Raichle,
2007), sculpted by a history of coherent neuronal firing and anatomical wiring between distributed
brain regions (Wig, Schlaggar, & Petersen, 2011). Lending support to this hypothesis is observed
stability across multiple time points within individuals (Guo et al., 2012; Shehzad et al., 2009)
and under various stages of consciousness and anesthesia (Boly et al., 2008; Greicius et al., 2008).
On the other hand, an individual’s state at the time of scanning may influence the patterns we
observed. Several recent findings suggest that patterns of functional connectivity may be partially
influenced by the participant’s mental/task state (Andrews-Hanna et al., 2010; Doucet et al., 2012;
Shirer et al., 2012), and can be modified on a rapid time scale (Lewis et al., 2009; Stevens, Buckner,
& Schacter, 2010; Tambini, Ketz, & Davachi, 2010).

Our studies to date have been limited to relatively static aspects of brain organization -
white matter integrity and connectivity, grey matter volume, thickness and gyrification (Smolker
et al,. 2015), and patterns of organization and connectivity during resting state (Reineberg et al,.
2015; the current study). Whether the same regions implicated in these studies as associated with
individual differences in EF are also implicated in more dynamic aspects of brain function (such as

variations in connectivity during different EF tasks) remains an open question.
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Although we believe our findings establish a strong groundwork for further exploration of
neuropsychological correlates of EF as assessed during resting state, it will be important for future
studies to replicate our findings. For example, while in our exploratory analysis we found that the
strongest associations between graph theory metrics for a given brain region and a particular EF
dimension accounted for 35-55% of the variance in that EF, there is always the likelihood of such
regression models overfitting the data. Nonetheless, the amount of variance accounted for is still
likely to be relatively robust given the statistical approaches (e.g., bootstrapping) that were taken.
It will also be important to determine the possible implications of the current findings for reduced
EF in psychiatric and neurological disorders, that is, whether the relationships we have identified
are reduced or altered in such populations. In addition to replication and extension, future studies
might want to consider genetic and/or behavioral variation that might account for differences in

resting-state functional connectivity between high and low EF individuals.

3.5.7 Conclusion

Here we have provided evidence that the connectivity pattern of the intrinsic fluctuations in
the BOLD signal explains a substantial portion of variance in individual differences in dimensions of
EF within a college student sample. Of many features identified in the CS sample, three were similar
in the LTS sample suggesting, at least for shifting-specific and updating-specific EFs, there is some
consistency across ages and and other factors that differentiate the CS sample from the LTS sample
in the resting-state brain features most relevant to individual differences in EFs. We have built upon
an existing theoretical model of EF by showing separable patterns of brain connectivity influence
individual differences in each of three dimensions of EF - common EF, shifting-specific EF, and
updating-specific EF. The results are notable for providing a fine-grained picture of both the regions
involved and their connectivity, as assessed by different graph theoretic measures. While prior work
has established how a given region contributes to online EF in the form of group mean effects in
typical task-based fMRI, we have shown that variability in the degree to which specific regions (or

nodes) are integrated or segregated, as assessed by their resting-state connectivity profile, underlies
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individual variability in dimensions of EF. The current study significantly expands our knowledge of
neural influences on individual difference in EF and can serve an important hypothesis-generating
role for future large-scale studies of inter-individual variability in EF as it related to patterns of

brain activation either at rest, or during task, as we are currently exploring.



Chapter 4

Discussion and Future Directions

Summary

4.1 General Discussion

The diversity of human cognitive functions is reflected in the structure and organization of
the brain. The question of whether or not individual variation in those abilities is also reflected
in the intrinsic structure and organization of the brain is still an open question, especially with
regard to the specific aspects of the brain that contributes to variability. Consider, for example,
an automotive analogy of individual differences. To a non-expert asked to determine the faster of
two cars in a quarter mile race there is a great deal of ambiguity. Some may answer based on size,
shape, volume of the engine, or any number of possible features, some of which may be relevant
to acceleration/speed, some of which may not. Also consider what would happen if a mechanic
was given access to the vehicles or information about the internals of the vehicles such as engine
displacement. The mechanic would certainly have a better chance of correctly predicting the race
outcome. In the field of cognitive neuroscience, we are faced with a similar question of which of two
brains will be less prone to errors after a sudden and unexpected change in the rules of a cognitive
task. Early work has investigated some obvious suspects, for example, the age of the brains. Unlike
the mechanic, we do not have the ability to dissect a brain prior to observing performance, but
some recent developments in neuroimaging have provided a number of methodologies to probe the

internals of the human brain in a safe and non-invasive manner. The body of work highlighted in
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this dissertation is a preliminary look at three families of brain features that have some cognitively-
relevant elements. Returning to the automobile analogy, the studies in the previous chapters are
much like ruling out the importance of paint color while focusing on the importance of engine
displacement when deciding on predictors of automotive race times.

Previous discussion sections consider the implications of specific findings, but we have yet
to consider the group of studies together. One recurring theme across many different resting-state
analyses is how the unity and diversity model of EF provides constructs rooted in separable neural
features. There was minimal overlap in the feature sets that were most associated with each of
common EF, shifting-specific EF, and updating specific EF. We identified features in all three
analyses that were associated with individual differences in common EF. Individual differences
in shifting-specific EF were more restricted to graph theory properties, and to a lesser extent
RSN characteristics (RSN expansions as assessed by dual regression of spatial maps and network-
to-network time courses). Individual differences in updating specific EF were associated with
differences in the graph theoretic properties of individual regions. There were fewer updating/graph
theory relationship than for common EF or shifting-specific EF, however, one of the updating-
specific features was present in two separate samples, suggesting it may be partially robust. This line
of work suggests that common EF and shifting-specific may rely on the connectivity or interaction
of large scale brain networks while updating specific relies preferentially on the connectivity of
specific regions.

Perhaps the most important finding amongst these studies is the special role of DLFPC par-
ticipation coefficient as a predictor of updating-specific EF across two samples such that increased
updating-specific EF was associated with less diverse DLPFC connectivity. This result suggests a
specific functional role for DLPFC that cannot be as easily revealed in the context of task-based
fMRI. While task-based fMRI and seed based connectivity measures might identify DLPFC as
having a particularly important role during EF tasks or having significant connections in general
to a wide network of regions, the measure we’ve used here quantifies the diversity of DLPFC con-

nections and its possible role as either a diverse connector hub (very diverse connections) or a
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specialized local hub (minimally diverse set or connection, low participation). We've found that
high updating-specific EF is associated with the latter role for DLPFC, a more circumscribed set
of connections to a limited number of functional brain communities (i.e., networks, modules). This
segregated role is quite dissimilar to the role of another nearby region that is perhaps the only
other very well characterized area in a graph theoretic sense with a strong relation to individual
differences in higher level cognitive abilities. The work of Cole and colleagues describes the con-
nectivity profile of left lateral prefrontal cortex, only slightly more caudal to the region described
above, as having a special connectivity profile that underlies individual differences in fluid intelli-
gence (Cole et al., 2012} 2015). The work of Cole and colleagues has found that more connections
across the brain (higher global connectivity) in lateral prefrontal cortex is associated with higher
fluid intelligence. Our finding is very interesting taking into account this line of research because
we have described a related ability but a drastically different connectivity profile (i.e., less diverse
connectivity is associated with better updating-specific EF) in a region only one centimeter away.
Future work should attempt to confirm the proposed roles of these regions as well as test the dis-
criminant validity of the relationship between DLPFC and updating-specific EF beyond the other
cognitive abilities tested in this work (common EF, shifting-specific EF). One final comment is that
this finding (along with the general success of the graph theory analysis) supports our hypothesis
that, while the frontoparietal network is broadly implicated in high level cognition, there may be a
specificity of function within subregions of that network.

Another important finding is that the intensity of subcomponents of the right frontoparietal
RSN from the analysis of spatial maps via dual regression is related to individual difference in
common EF. In Chapter 2 we found higher common EF was associated with increased intensity
of crus I/II of the cerebellum, a component of the frontoparietal RSN. In our parallel analysis
of the LTS sample, we did not find this exact relationship, however, we did find an relationship
such higher common EF was associated with increased intensity of middle frontal gyrus, a core
component of the frontoparietal RSN. As mentioned in Chapter 2 - Discussion, there is still no

consensus interpretation of dual regression results. It may be more appropriate to describe these
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results simply as variation within the right frontoparietal RSN rather than attribute any special
qualities to the specific areas that were more intense in each sample. From this point of view, these
findings would be another area of consistency across the two samples. It should also be noted that
this result supports one of our primary hypotheses in this line of research - that the frontoparietal
network assumes a special role in a variety of high level cognitive tasks and that a history of unique
activation of that network in high /low functioning individuals may translate to altered connectivity.
Future work should build upon our work by investigating the etiology of variation in the intensity
within the frontoparietal network and its behavioral relevance.

Our finding of a positive relationship between common EF and the coupling of task-positive
and task-negative RSNs offers a new perspective on an old resting-state feature in that this is the
first, to our knowledge, example of positive connectivity between the task-positive and task-negative
systems being associated with increased performance within a neurologically-normal population.
This finding also offers an interesting take on high common EF ability given the interpretation that
increased coupling of networks is due to historical coactivation of those networks. Very few mental
actions involve coactivation or positive coupling of frontoparietal and default networks. The only
task-based neuroimaging study, to our knowledge, that demonstrates an fMRI contrast in which
these RSNs are coupled is the work of (Spreng et al., |2010). In Spreng and colleagues’ research,
a difficult autobiographical planning task that involves both demanding goal direction along with
internal mentation and autobiographical memory is associated with simultaneous increases in BOLD
signal within both frontoparietal and defaults networks. Future work must not only replicate our
findings, but investigate the mechanism by which this positive connectivity between frontoparietal
and default networks is beneficial for some constructs (common EF) but seemingly detrimental in

other way (e.g., associated with poor working memory capacity and several clinical disorders).

4.2 Comments on Parallel Analyses

Another important aspect of this study was the series of parallel analyses performed on sep-

arate data sets. At first glance, the generally weak correspondence between the parallel analysis
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of two samples might leave one with the opinion that resting-state fMRI is not robustly associated
with individual differences in EF's or the analyses were subject to sampling error, chance, or unreli-
ability (although see Chapter 1 for discussion of high reliability in both behavioral EF tasks and
resting-state fMRI analyses). Obviously, the most desired outcome of this series of studies is a set
of brain features that, without regard to age or other differences between samples, is associate with
a considerable amount of variation in common or specific EFs (i.e., a “neuromarker” of EF ability).
And it should be noted that we possibly found this in the participation coefficient of dorsolateral
prefrontal cortex. However, and more relevant to the vast majority of features determined to be
cognitively-relevant in the CS sample, one could take the perspective that the features that are
relevant at one time development point might not be the same in a separate set of conditions. In
the automobile analogy, this would be the equivalent of expecting race vehicles to rank the same
from year to year without considering any number of possible upgrades or downgrades or expect-
ing the same features to be equally relevant for predicting race times from year to year without
considering new technological advances. As previously discussed in the Chapter 2 - Discussion
and Chapter 3 - Discussion, there are a number of possible reasons for the discrepency between
results. One of these possibilities is age-related changes in cortical volume (Walhovd et al., [2005;
Allen et al., 2005} |Jernigan et al., |2001; Walhovd et al., 2011]), cortical thickness (Salat et al., 2004}
Sowell, 2004; Shaw et al., 2008; Lemaitre et al., 2012)), white matter tracts (Asato et al., 2010,
functional brain networks (Meunier et al., 2009)), and resting-state functional connectivity more
generally (Bernard et al., 2013} Hampson et al |2012; [Mowinckel et all, 2012; Yang et al., 2013)
that could affect which rs-fMRI features are relevant to cognitive abilities at given points along
developmental trajectories.

Regarding differences in age between CS sample and LTS sample, there is no definitive way to
demonstrate changes in connectivity between age 21 and 29 contributed to the failures to find similar
results across samples given the current study design. That being said, we investigated effects of age
on network-to-network connectivity (even within the relatively homogeneous age range of sample

B). We found a negative relationship between task positive to task negative RSN connectivity and
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age (t =-1.983, p = 0.0484, Figure even after controlling for movement during the resting state
scan (mean translation and mean rotation) which could account for some variation in . We did not
observe age differences in connectivity of left to right frontoparietal RSN or frontoparietal RSNs to
the dorsal attention RSN. It stands to reason that perhaps connectivity properties of the brain are
sensitive to individual differences in EF at certain points in young adulthood but not after neural
development has slowed. Several studies have shown age-related changes in connectivity (Bernard
et al., [2013; Hampson et al., |2012; [Mowinckel et al., 2012 Yang et al., 2013). While not all of
these papers report connectivity differences for different age groups in areas that are involved in
high level cognitive processes, some do. For example, |[Yang et al.| (2013) found that the role of the
precuneus within the default network changes with age such that two precuneus sub-networks that
are segregated in youth become less separable with age. Future studies could directly investigate
age-related effects on the relationship between rs-fMRI and cognitive abilities. Additionally, re-
analysis of data from [Reineberg et al.| (2015) and |Reineberg and Banich| (2016) controlling for
effects of age (which was quite varied compared to the LTS sample) could be enlightening.
Another possible cause of inconsistency across samples is differences in the behavioral mea-
sures. In the analysis of the CS sample, we used a Z-score composite for common EF and residuals
for shifting-specific and updating-specific EFs. Only three tasks were used in the creation of the
Z-score composite and residuals. In the LTS sample, factor scores were estimated for the three
EF constructs in a way that is more in line with historical studies of the unity and diversity of
EF, which was by estimating a three factor model where common EF was a general factor and
shifting- and updating-specific EF were factors orthogonal to common EF that captured remaining
correlation between task set shifting and working memory tasks that wasn’t already explained by
common EF (see Friedman et al.| (2008); |[Friedman and Miyake| (2016)). To our knowledge, these
two techniques have not been directly compared. It may be worthwhile directly comparing various
means of estimating the EF constructs. If there is a substantial difference between a residual type
shifting-specific EF score and a shifting-specific factor score, those difference could partially explain

the lack of consistency between the parallel analyses.



Figure 4.1

Effect of Age on Connectivity in the LTS sample.
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Connectivity between

frontoparietal and default networks decreased with increases in age (although ages 29-30 were

underrepresented in this sample).

Frontoparietal to Default Connectivity

%
-'l.. =
L] % . ® =
e ® e
&
sie @ - : &
o ., " - » -
.l- I.. :.-“h -.. -_.. ) - P - -
-rl.‘ A ] . - [ ] e
& ‘.-.l L '. .
o- -‘frh-t‘._-_ 8" = L
«* F'- ‘l -"‘-: ¢ '- a
®
:‘*-- ° ..I: E . 0 .. "
144.'1‘ . 1 5 a a .
ol L] ® e . . ®
- L] t. .I :
. 5
& @ - .
.
a -
=
»
L]
.219‘ 3I|:|

23

Age



121

A minor difference between the two samples that could possibly lead to less consistency
between the analyses is directions during the resting-state scans. Participants from the CS sample
were instructed to remain still with their eyes closed while participants in the LTS sample were
instructed to remain still and maintain fixation on a cross in the center of a computer screen. A
small literature suggests eyes open and fixated is the optimal procedure for acquiring resting-state
data due to high reliability (Zou et al., [2015) and decreased variability in visual processing stream
activity when participants are instructed to keep their eyes open versus closed during the resting
scan (seemingly from top-down imagination/visualization processes although the exact mechanism
is unknown; [Patriat et al.|(2013)). Although it is entirely speculative, the visual processing stream
activity induced in the CS sample procedure could in some way be correlated with EF ability.
There is also a possibility that the instructions and resulting task states allowed differences in EF
ability to emerge in brain activity at “rest” (e.g., high EF individuals try harder to keep their eyes
shut).

Even taking these possibilities into account, there is still a chance that a sizable portion
of brain/behavior relationship are context-specific. Studies of the resting brain may reveal that
certain connectivity measures are related to individual differences in cognitive abilities within a
fairly constrained sample or experimental context. But one should not dismiss the possibility that
there is more congruency across samples than the analyses in this dissertation may lead one to
believe. As discussed later in Future Directions, future analysis of the LTS in an unbiased

manner could reveal patterns that are only slight deviants from the results in the CS sample.

4.3 Caveats

4.3.1 Questions of Causality and Task-set Inertia

Although our findings clearly demonstrate a relationship between individual differences in
EF and resting-state fMRI, our study cannot speak directly to the source of that relationship. On

the one hand, a dominant theme emerging from prior literature is that patterns of rs-fcMRI reflect
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the intrinsic functional organization of the brain (Fox and Raichle, [2007)), sculpted by a history
of coherent neuronal firing and anatomical wiring between distributed brain regions (Wig et al.,
2011)). Indeed, patterns of resting-state connectivity are stable across time within individuals (Guo
et all [2012; Shehzad et al., 2009)), relate to a variety of genetic factors (Glahn et al., 2010), and
persist to some degree under various stages of consciousness and anesthesia (Boly et al., [2008;
Greicius et al., [2008). From this perspective, the findings of the present studies may potentially
reflect an individual’s biological heritage, such as genetic influences on EF that might influence the
structural and/or functional connectivity of the brain (see Friedman et al.| (2008]) for evidence of
genetic influences on EF). However, this does not preclude environmental influences also working
to sculpt brain activity, such as the amount of training/schooling during childhood with regards to
activities or tasks that require EF (Diamond, 2012), SES (Hackman and Farah, |[2009), or other such
factors. The relationship between behavior-related RSN variability and specific individual traits,
whether they have genetic and/or experiential causes, is an important direction for future work.
It is also possible that aspects of an individual’s state at the time of scanning may influ-
ence the patterns we observed and that those cognitive state may be consistent over time (i.e,
what individuals do while being scanned is also reliable). Several recent findings suggest that pat-
terns of functional connectivity may be partially influenced by the participant’s mental/task state
(Andrews-Hanna et al., 2010; Doucet et al., 2012; Shirer et al., 2012), and can be modified on a
rapid time scale (Lewis et al., 2009; Stevens, Buckner, & Schacter, 2010; Tambini, Ketz, & Davachi,
2010). One specific example of alterations in rs-fMRI due to a recently performed task (i.e., task-set
inertia) is the work of (Gordon et al.| |2012)) who showed that connectivity changes that occur dur-
ing performance of an N-back working memory task, specifically the correlation strength between
the default and task-positive RSNs and homogeneity of task-positive RSNs, persist beyond the
task and into the resting-state scan that followed. Additionally, they observed individual variation
such that participants’ speed during the working memory task predicted connectivity strength in
resting scan. Future work should be cautious both with regard to placement of the resting-state

scan within the scanning session (i.e., preferably before cognitive tasks) due to possible task-set
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inertia effects.

Future research should also explore the possibility that behavior-related rs-fMRI is caused by
differences in the cognitive processes of high versus low EF individuals during resting-state scans
(e.g., high EF individuals plan their day, while low EF individuals daydream). Some progress is
being made to develop experience-sampling protocols that are sufficient for capturing the wide
variety of possible mental processes that could happen during the resting scan. One example is
the resting-state questionnaire (ReSQ) which targets a variety of mental processes visual mental
imagery, inner speech, auditory mental imagery, somatosensory awareness, inner musical experience,

and mental manipulation of numbers (Delamillieure et al., 2010).

4.3.2 Considering Demographic Differences in rs-fMRI and Other Confounds

One potentially problematic aspect of most rs-fMRI studies is lack of adequate control for
demographic differences in rs-fMRI. As previously mentioned, a set of studies have shown age-
related changes in connectivity (Bernard et al., 2013; Hampson et al., [2012; Mowinckel et al., [2012;
Yang et al., 2013). Gender also affects rs-fMRI. For example, |Scheinost et al.| (2014) found age-
related connectivity trajectories are different for males and females. Another non-demographic
factor that presents as a possible confound when investigating individual differences in behavior is
personality. A few studies have investigated how different facets of personality usually assessed by
personality questionnaires such as the NEO five factor inventory - affect rs-fMRI (Adelstein et al.,
2011; [Sampaio et al., 2013 [Wei et al., 2012)). Finally, socioeconomic status may act a moderator or
mediator of relationships between behavior and rs-fMRI. One recent high-impact paper performed
a massive exploratory analysis on a feature-rich public dataset the 500 participants release from
the Human Connectome Project (Smith et al., 2015). This analysis revealed a single factor of
demographic, personality, life history, and cognitive variables was extremely well predicted by a
similar conglomerate measure of rs-fMRI (Pearson’s r between behavior and brain = 0.87). While
this study is important for demonstrating the utility of rs-fMRI as a predictive measure of behavior,

their brain/behavior correlation may be overshadowed by the possibility that the demographic and
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life history measures account for the most variance in the observed relationship. In conclusion,
future studies must acquire and account for demographic and personality differences. Time will
tell whether or not individual differences in cognitive abilities are predictable after controlling for

these confounding factors.

4.4 Future Directions

One obvious future direction for this line of research is to exploit the family structure of the
LTS sample by exploring the genetic etiology of the brain connectivity measures discussed through-
out this manuscript. In the LTS sample, data from pairs of monozygotic and dizygotic twins were
acquired. By exploiting the twin design, we could see if cognitively-relevant rs-fMRI features are
correlated to different degrees in pairs of monozygotic versus dizygotic twins. Because monozygotic
twins share 100% of their genetic heritage, within-pair differences could indicate environmental
influences on brain connectivity. This future analysis would be among the first to investigate
the genetic versus environmental influence on certain feature of the resting brain altogether and,
more importantly, could speak to how genetics versus environment influences behaviorally-relevant
features of the resting brain.

Another follow up analysis of the LTS sample could be a series of analyses designed as if we
were not attempting to replicate earlier work. Since the time of analysis of Reineberg et al.| (2015])
and |[Reineberg and Banich| (2016, our lab has taken further interest in machine learning techniques
to be used specifically in a predictive manner to predict EF from neuromarkers. Given the large
sample size of the LTS data set, we could exploit a nested cross-validation analysis scheme in which
feature selection and prediction of EFs are cross-validated. Such a scheme could provide more robust
estimates of the features that are cognitively relevant in the age and demographic distribution of
the LTS sample which is designed to be representative of Colorado. Regarding feature engineering
and selection, there are many possible schemes to explore from principal components analysis to
L1-based feature selection to fully cross-validated recursive feature elimination.

On a related note, future studies should be more open to the idea that data-driven analysis
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plans may produce minimally-interpretable but maximally applicable results. One such example is
the recent work by [Smith et al.| (2015) who utilized a canonical correlation analysis to investigate
brain behavior relationships (although many modern machine learning techniques that rely heavily
on feature reduction and engineering are quite similar). Canonical correlation analysis is a technique
that reduces both exogenous (behavior) and endogenous (brain) variable matrices while maximizing
overlap in the two matrices. The output is essentially a set of brain measures that are highly
correlated with a set or combination of different behavioral measures. Such a scheme has produced
a high degree of overlap in the measures (e.g., Pearson’s r > 0.85) at the cost of not being able to
precisely or concisely label how the brains of high versus low ability /functioning individuals differ.
To maximize the practical application of neuroimaging research, the field may need to embrace
these fuzzy and computationally expensive techniques.

Regarding more specific ideas for tweaking the network-based studies reported in this disser-
tation, there are several possible follow ups. First, as mentioned in Chapter 2, a dimensionality
estimation should be run on the LTS data set prior to ICA in order to determine the best group
ICA solution in that sample. This procedure would make the LTS analysis truly parallel to the
analysis of the CS sample. Also related to the analysis of networks, we could utilize other popular
techniques to investigate the correlation of different brain areas and network as a test of the robust-
ness of our effects. More specifically, we could perform seed-based connectivity analyses such as
seed-to-seed connectivity or seed-to-whole-brain connectivity analyses (as can be implemented in
the CONN toolbox (Whitfield-Gabrieli and Nieto-Castanon, 2012)) as a proxy for network-based
measures. There are a variety of reasons one might prefer this method, such as being able to
precisely specify a particular area of interest or avoiding smoothing-like processes associated with
analysis of very large clusters of voxels. Studies that utilize seed-based techniques are popular
and numerous (e.g., |Chai et al. (2012)); Keller et al. (2015)); [Fox et al.| (2005); Whitfield-Gabrieli
et al.[ (2009)), however, they are also subject to controversy surrounding questionable preprocessing
steps such as global signal regression (Murphy et al., 2009). Still, a seed-based follow up with a

different preprocessing pipeline could speak to the robustness of the observed network-to-network
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results. Finally, another obvious future direction for the network-to-network analysis is a parallel
network-to-network correlation analysis in the CS sample to make all three studies reported in this
dissertation have a common structure.

Regarding the graph theory analysis, one clear weakness of the current approach is a reliance
on subjective threshold choices. For all measures except global connectivity, an informed decision
was made to threshold subject-specific connectivity matrices by retaining only the top 15% strongest
edge weights. This is a somewhat consensus procedure across the field and certainly makes any given
paper more easily interpretable. However, there has been some discussion of unbiased reporting
of results at multiple thresholds or debate regarding the proper choice of threshold if a single
threshold were to be selected (Wang et all [2011a; van Wijk et al.l |2010; Santarnecchi et al.,
2014)). A conservative approach to publishing graph theory based studies in the future would be
to perform all analyses at a variety of sparsity threshold. This may be not only methodologically
prudent, but could comment on the ability of weak versus strong connections to predict individual
differences in EF's and other behaviors. For example, it may be that the relationships we observed
in the CS would be present in the LTS sample but at a different threshold. A related future
direction is based on the robust finding that decreased participation coeflicient is associated with
higher updating-specific EF. In this relationship participation coefficient represented the diversity
of DLPFC’s connections based on a particular a priori definition of diversity. A novel analysis could
modify that a priori definition of diversity by exploring the network structure of graphs in more
detail. As it is currently implemented, calculation of participation coefficient relies on counting the
number of different resting-state communities a given area is connected to. In the case of our graph
theory analysis we utilized an a priori community parcellation provided by the creators of the
reference atlas used in that study. A hierarchical modularity analysis (via hierarchical clustering
or the Louvain algorithm) could provide multiple native parcellations to feed into calculation of
participation coefficient. This analysis would show how a given region connects to a diversity of
small, specialized clusters (low in the branching tree generated by the hierarchical algorithms) or

larger, more general network. This analysis could also be personalized and scaled to an individuals
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brain connectivity matrix such that participation coefficient scales with how many modules an
individual actually has in their brain network. One caveat is that as module/network/community
size decreases in size, this participation coefficient measure would more strongly correlated with
degree centrality and global connectivity. Modification of participation coefficient could be an
important future direction given a lack of agreement in the field about what is considered a gold
standard brain parcellation and also the ability to focus on particular a priori communities of
interest (e.g., investigating only task-positive participation or participation in the communities as

defined by the ICA analyses discussed in Chapter 2).

4.5 Conclusion

Here we’ve provided a multifaceted approach to investigating how intrinsic dynamics in the
brain may relate to individual differences in specific aspects of behavior, executive functions. These
studies are among the first to do so, and also are among the largest investigations of the neural
basis of executive functions (i.e., with regard to sample size). Moreover, this work is grounded
in a mature, well-vetted, and multifaceted theoretical model of behavior rather than relying on
behavioral data from a single cognitive control task. These studies can be broken down into two
complementary analyses - investigations of networks versus individual regions. Taking the results
of these network and regional connectivity analyses together, we provide a new perspective on the
neural bases of EFs that complements the enormous amount of effort spent understanding the mech-
anisms of cognitive control (e.g., using a computational modeling approach as in |Chatham et al.
(2011)); Herd et al. (2014)) and the areas implicated in online cognitive control (e.g., using a brain
mapping approach via fMRI studies of demanding versus non-demanding conditions as in [Banich
et al| (2001); Chatham et al,| (2012))). First, individual differences in common EF were associated
with the intensity of the frontoparietal network at rest and connectivity among networks of regions
implicated in high level cognition (both “task-positive” and “task-negative” networks). Because
common EF captures variance in a wide array of cognitive tasks, these features perhaps underlie

the unity of the neural basis of EFs. The diversity aspects from the unity and diversity model of
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EF are also associated with variation in separable neural substrates as assessed by resting-state
connectivity. Individual differences in shifting-specific EF were associated with a more distributed
set of resting-state connectivity measures than task-based neuroimaging studies may lead one to
believe, for example, the spatial extent of a network of regions implicated in top-down biasing and
the diversity of connections in sensorimotor cortex. Individual differences in updating-specific EF
are not supported by variation in resting-state networks in the way common EF and shifting-specific
EF are but rather by variation in a limited set of graph theoretic properties of individual regions.
Some results for updating-specific EF are novel, such as a less integrated frontal pole being associ-
ated with higher updating-specific EF ability, while others are in agreement with findings from the
computation modeling literature which suggests updating depends upon connectivity of lateral pre-
frontal cortex. Our work builds upon those findings by showing that not only do the mechanisms of
working memory updating depend upon a certain type of connectivity, but variation in the degree
to which individuals can update is associated with how connected dorsolateral prefrontal cortex is
to a diverse set of other brain areas. The results of this dissertation are evidence that assessment
of brain connectivity during the resting state may be a very lucrative avenue for a more thorough

understanding of individual differences in ability.
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Appendix A

Supplemental Information from Review of Resting-state and Individual

Differences Literature

Summary

Although cut from the main text for the sake of brevity, this section provides a
detailed summary and analysis at studies (prior to December 2015) that investigated
individual differences in cognitive abilities as a function of resting-state fMRI.

Al Review of rs-fMRI and Individual Differences

A.l.1 Planning and Attention

One of the earliest studies to investigate rs-fMRI-behavior relationships was the work of
Seeley et al. (2007) who sought to validate the presence of two newly discovered resting-state
networks a salience network and an executive control network - by showing dissociable relationships
between these networks and behaviors relevant to the purported role of each network. The salience
network was isolated by looking at the connectivity between right orbitofrontal insula and the
rest of the brain. The orbitofrontal insula seed region was taken from a GLM-based analysis of
the N-back working memory task (2 back condition) that participants performed earlier in the
scanning session. This network identified as connected to the orbitofrontal seed (i.e., the salience
network) contained frontal insula, dorsal anterior cingulate/paracingulate cortex, temporal pole,
dorsolateral prefrontal cortex (DLPFC), supplementary motor area (SMA), operculum, amygdala,

thalamus, hypothalamus, and periaqueductal gray regions and was purported to be involved in
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interoceptive and autonomic processing. They defined the executive control network as a set of
regions connected to another seed, DLPFC, again extracted from a GLM-based analysis of the
N-back task performed earlier in the scanning session. The executive control network contained
bilateral DLPFC, ventrolateral PFC, dorsomedial PFC, lateral parietal, and left frontal insular
regions and was purported to be a network critical for the performance of executive tasks such as
the N-back working memory task. An independent components analysis of the resting scans was
performed to verify both networks presence and independence in a data-driven manner. Seeley
and colleagues examined whether or not individual differences in the relative contribution of each
region within these networks is related to the behaviors and abilities associated with each network.
Specifically, they hypothesized that the connectivity of regions within the salience network would
be associated with individual differences in interoceptive and autonomic processing, as measured
by and index of anxiety, and that the connectivity of regions within the executive control network
would be associated with variation in performance of a planning task the trail-making task (Trails B
Trails A time to completion, shorter = superior performance). For purposes of this review, we focus
on validation of the executive control network. They found connectivity of two executive control
network regions - the left and right intraparietal sulcus and superior parietal lobe (X = -38, Y =
-78,7Z = 36 and X = 36, Y = -80, Z = 26, respectively) predicted faster trail-making performance.
Specifically, they found that individuals with higher loading of these particular regions within the
executive control network had faster trail-making performance.

Another early study (Kelly et al.,|2008) investigated how the interaction of two well-characterized
resting-state networks the dorsal attention network and default network - is associated with perfor-
mance on an attention task the Eriksen flanker task. Interest in these particular networks emerged
from a small literature demonstrating an inherent competition between the networks while per-
forming externally directed attention/cognitive control tasks as well as at rest (Gusnard & Raichle,
2001). When individuals perform such tasks well, activity in the dorsal attention system increases
(for this reason it is sometimes referred to as a task positive network) while activity in the default

network decreases (for this reason it is sometimes referred to as a task negative network). When
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individuals are at rest, the negative correlation of these two networks is maintained. Given the
importance of the negative correlation of these networks during the performance of tasks, they
hypothesized that the degree to which individuals can consistently preserve the negative correla-
tion between the dorsal attention network and default network at rest is an important individual
difference and one that may be related to the level of functioning of that individual. They found
that indeed individuals who exhibited a strong negative correlation between these two networks
performed with less variability on a task that requires attention in the face of distracting informa-
tion. One possible caveat of this analysis is that the negative correlation between the attention and
default networks could be due to task set inertia from the Flanker task, which was performed in
the scanner in close proximity to the resting scan (i.e., Flanker task likely proceeded resting scan,
but methods are unclear).

A series of studies followed up on the work of Kelly and colleagues by examining the degree
to which rs-fMRI can be used to predict BOLD activity during performance of the Eriksen flanker
task (Mennes et all [2010, 2011). First, Mennes and colleagues computed several resting-state
connectivity measures for 6 a priori regions of interest - intraparietal sulcus (-25, -57, 46), the
middle temporal region (-45, -69, -2), the right frontal eye field region of the precentral sulcus
(25, -13, 50), left lateral parietal cortex (-45, -67, 36), medial prefrontal cortex (-1, 47, -4), and
posterior cingulate/precuneus (-5, -49, 40) - and the default network and executive control network
as a whole. The six regions of interest were chosen as those most representative of core regions
within the default and executive control networks based on a prior study (Fox et al., 2005). For
each seed region, they computed a whole-brain resting-state connectivity map. For the three seed
regions that fell within the executive control network - the intraparietal sulcus, middle temporal,
and precentral sulcus - greater resting-state connectivity, as measured by the number of significant
positively correlated voxels at rest, predicted higher BOLD signal during performance of the flanker
task (incongruent + congruent trials ; baseline). For the three seed regions from the default network
greater negative functional connectivity between the seeds and the rest of the brain was associated

with higher BOLD signal during performance of the Flanker task. The same pattern held when the
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whole executive control or default network was used as a seed rather than individual seed regions
within the networks. One caveat of this study is that no relationships between performance and
rs-fMRI were found. Rs-fMRI only predicted task-induced activation during the Flanker task.
The same group also investigated how the amplitude of low frequency fluctuations during rest
is associated with BOLD signal during performance of the Flanker task (Mennes et al., 2011)). The
fractional amplitude of low frequency fluctuation (fALFF) is a measure of the proportion of the
total resting-state signal for a given individual that lies within an a priori defined range at the low
end of the frequency spectrum (usually 0.01 0.1 Hz). This measure is of interest because fALFF 1.
was one of the first resting-state measures that was reliably observed within an individual across
multiple time points (Zuo et al., [2010), 2. is an important indicator of increased symptomatology
in a number of clinical disorders (e.g., in major depressive disorder (Liu et al., 2010), schizophrenia
(Hoptman et al., 2010), and Alzheimers disease (Wang et al.,2007)), and 3. is one of the few resting-
state measures that describe an inherent property of an individual region without considering its
relationship to other brain regions (i.e., does not rely on parcellations of the cortex/subcortex and is
computationally inexpensive). They found that fALFF in a number of regions was associated with
increased BOLD signal during performance of the Flanker task (incongruent + congruent trials ;
baseline). These regions included dorsal and ventral anterior cingulate cortex, bilateral frontal eye
fields, bilateral middle frontal gyrus, bilateral insula (operculum), left precentral sulcus, and right
precuneus. Most of these regions would be classified as members of the frontoparietal network.
Additionally, fALFF in left lateral occipital cortex was associated with increased signal in the
incongruent versus congruent contrast potentially indicating a ramping up of processing in sensory
areas in the face of increased demand from the incongruent trials. Finally, higher fALFF in anterior
cingulate and precuneus was associated with faster and less variable behavior on incongruent and
congruent trials in the Flanker task. This final finding is difficult to interpret, however, both regions
have been linked to monitoring type processes and could play an important role in regulating the
allocation of attention to either relevant aspects of the Flanker task set (for the anterior cingulate)

or towards external versus internal processes in general (for the precuneus).
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One final study investigated how rs-fMRI is related to vigilance, specifically the ability to
monitor for infrequent stimuli (Thompson et al., 2012). Thompson and colleagues were interested
in how competition between the default and task positive networks was related to vigilance per-
formance. One theory of the function of the default network theory suggests that its role is in
self-referential and related processes (Andrews-Hannal [2011)). This function stands in contrast to
the role of the task positive networks such as the frontoparietal and attention networks. As stated
previously, task positive networks are those that typically increase in BOLD signal while partici-
pants are engaged in a demanding cognitive task. Often time, task positive and default networks
are negatively correlated while individuals perform a demanding cognitive task. They found in-
creased negative correlation of these two networks at rest was associated with faster performance
on the vigilance task.

In summary, individual differences in planning and attentional processing measures seem to
manifest primarily in the integrity of the executive control network (as assessed by connectivity of
executive control regions with each other and the rest of the brain) and higher amplitude BOLD
signal in frontoparietal network regions. Additionally, increases in the negative correlation of default
and task positive networks was associated with less variable and faster performance on attention

tasks.

A.1.2 Executive Functions: Inhibitory Control and Common EF

Inhibitory control is the domain of executive function that entails the processes involved in
overcoming a prepotent tendency. A classic laboratory task for studying inhibitory control is the
Stroop task in which a participant is instructed to state the color of a printed word while ignoring
its identity. Increased inhibitory control is required for stimuli in which the identity of the word
conflicts with the printed color of the word (i.e., the word red is printed in blue ink). Individual
differences in inhibitory control can be investigated by calculating, for each individual, the difference
in reaction time for congruent (e.g., the word red printed in red ink) versus incongruent stimuli

(the word red printed in blue ink). Regarding the neural bases of inhibitory control, the lateral
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prefrontal cortex plays an important role (Wager et al., [2005). One common factor across many
studies of inhibitory control is the role of right middle and inferior frontal gyri in moderating the
output of other regions.

Above we highlighted research that suggests inhibitory control falls under the broader cate-
gory of common EF, which may be an index of goal maintenance ability (Miyake and Friedman),
2012). In this section of the review we first discuss studies that investigated the neural basis (as
assessed by rs-fMRI) of inhibitory control using a single task such as the Stroop task or Stop Signal
task. Then we discuss a study that used multiple executive function tasks to model individual
differences in rs-fMRI as a function of a common EF composite measure.

One group was interested in how the homogeneity of rs-fMRI signal in cognitive control
regions was related to performance on the stop signal task (Tian et al., 2011)). Regional homogeneity
(ReHo) is a measure of how similar the BOLD response is within all the voxels of an a priori region
of interest. This measure is of interest because ReHo 1. is stable over short and long periods of
time (Kublbock et al.,|2014; Zuo et al., 2010), 2. is computationally inexpensive to calculate, and 3.
like fALFF, ReHo is one of the few resting-state measures that describe an inherent property of an
individual region without considering its relationship to other brain regions. The stop signal task is
a popular measure of inhibitory control that involves monitoring for an infrequent signal to abort the
execution of an on-going motoric response. Tian and colleagues were interested in ReHo of several
a priori regions of interest taken from task-based fMRI studies of the stop signal task. They found a
relationship such that individuals with increased ReHo in bilateral inferior frontal cortex and three
default network regions bilateral medial prefrontal cortex, bilateral precuneus, and left inferior
parietal lobule had longer stop signal reaction times (longer times = lower performance). They
also found a relationship such that individuals with increased ReHo in posterior insula and bilateral
middle occipital cortex had shorter stop signal reaction times. They suggest that higher ReHo
within the default network may be contributing to processes that detract from task performance,
such as stimulus independent thought and lapses in attention. A related possibility is that a more

homogenous default network is easier to downregulate when required. The ReHo result for bilateral
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inferior frontal cortex is in the opposite direction than one might predict for higher performing
individuals. Future analyses will hopefully shed light on the role of ReHo in influencing the efficacy
of inhibitory processing.

The same group was also interested in how individual differences in resting-state networks are
related to inhibitory control processes as assessed by stop signal reaction time (Tian et al., 2013). In
this study, independent components analysis was used to extract commonly observed resting-state
networks across individuals. To estimate each individual participants version of each of the group
level ICA components, they performed a dual regression procedure, which is a method that uses
unthresholded group-level maps of each independent component to generate both subject-specific
component time courses and subject-specific spatial maps as output for that component (Beck-
mann et al., 2009). Dual regression can be broken down into two steps: First, for each subject, the
group-average set of spatial maps is regressed (as spatial regressors in a multiple regression) on the
subjects 4D spatio-temporal dataset (i.e., brain volumes across time). This process results in a set
of subject-specific time series, one per group-level component. Next, those time series are regressed
(as temporal regressors again in a multiple regression) into the participants 4D dataset, resulting in
a set of subject-specific components, one per group-level component. Subject-specific components
are whole brain images that represent a particular individuals version of the group-level ICA com-
ponent. Some subjects express a given RSN that is very similar to the group level RSN while others
have variations of the group level RSN (e.g., have an expanded RSN or higher connectivity of a
particular regions within a given RSN than average). In addition to analyzing the spatial output of
the last step of dual regression, they also analyzed the standard deviation of the time course output
from the first stage of dual regression and interpreted this as a measure of resting state network
amplitude. Tian and colleagues found a relationship between the amplitude of several resting state
networks and stop signal reaction time. These networks included: visual networks, motor network,
two dorsal attention subsystems (both contained intraparietal sulcus and frontal eye fields, one with
increased visual cortex contribution), and the default network. All relationships were negative such

that higher amplitude within the resting-state networks was associated with shorter stop signal
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reaction times. Many of the amplitude analysis results corresponded to differences in the spatial
composition of the same networks. They found additional spatial variation in the visual and motor
network corresponded to decreased stop signal reaction time. Unfortunately, Tian and colleagues
do not specify which areas within these network were altered in individuals with higher ability.
They take a holistic approach and simply describe their results in terms of network alteration.
Another group investigated ReHo of cognitive control regions as it relates to performance
on a different inhibitory control task, the Stroop task (Liu et al., 2015). They found increased
ReHo of the left inferior frontal gyrus, left insula, ventral anterior cingulate cortex, and medial
frontal gyrus was associated with greater interference from incongruent trials on the Stroop task
when controlling for age, gender, and movement during the resting-state scan. They also found a
negative correlation between the Stroop effect and ReHo of left precentral gyrus, such that increased
homogeneity of the region was associated with less Stroop-related interferences. Interestingly, all
the positive ReHo-Stroop relationships were with classic cognitive control regions such as anterior
cingulate cortex. This result is a partial replication of Tian et al.| (2011]) who also found increased
ReHo in inferior frontal cortex was associated with lower performance on an inhibitory control task.
Research from our group has attempted to circumvent the task impurity problem that is a
caveat of the work described in the paragraphs above (Reineberg et al., 2015)). The task impurity
problem is the issue of a single task measuring both the psychological construct of interest in addi-
tion to other performance-affecting factors. Assessing the psychological construct of interest with
multiple measures can minimize this problem. We sought to measure inhibitory control ability in
this manner by creating a multi-measure composite called common EF that is analogous to the
common EF latent variable measure from the unity and diversity model of executive function. In an
analysis similar to that of Tian et al. (2013), we first sought to investigate how variation in resting-
state networks was associated with participants average performance on a number of executive
function tasks. To decompose the functional brain data into various independent spatiotempo-
ral components, a group-level independent components analysis was performed on 91 participants

resting-state data. This procedure yielded 29 spatiotemporal components. While one common
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approach for identifying classical resting-state networks from a pool of ICA components is to have
an expert subjectively label ICA components as signal (e.g., right frontoparietal network, default
network, etc.) or noise (edge effects, movement, etc.), we opted to use a more objective means of
selecting RSNs for further analysis. We statistically compared the spatial map of each ICA com-
ponent to a set of 7 well-defined RSNs from analysis of resting-state data from approximately 1000
participants (Yeo et al., 2011). This procedure identified and helped label 15 RSNs, and identified
14 ICA components that did not significantly correlate with a reference network. ICA components
that did not significantly correlate with a reference network were eliminated from further analysis.
Additional inspection confirmed that the eliminated components were likely artifactual (e.g., edge
effects) or were predominantly high frequency signal according to a power frequency distribution
curve and hence likely physiological noise such as heartbeat-induced movement. The dual regression
follow-up procedure showed higher common EF was associated with two differences in resting-state
networks. Higher common EF was associated with increased connectivity of frontal pole with the
dorsal attentional network and increased connectivity of Crus I and II of the cerebellum with the
right frontoparietal network.

Our group followed up this work by asking a complementary question of the same 91 par-
ticipants resting-state data (Reineberg & Banich, 2016). We were interested in whether or not
the connectivity profile of specific regions (as opposed to whole networks as in the first study) is
associated with differences in common EF. We used a graph theoretic approach to characterize
the connectivity profiles of various cortical areas of interest. Graph theory is used to mathemati-
cally characterize the functional architecture of the brain as a set of interconnected regions. In a
graph theoretic approach, typically, the connections (edges) between regions (nodes) are Pearsons
r-values for each possible pairwise relationship. Summarizing a single nodes pattern of edges to
the rest of the brain (or to the subset of regions to which it is most highly connected) can provide
an abundance of information about the propagation of information through a complex system like
the brain, and specifically, what a given regions role might be in the context of a larger system.

Graph theoretic measures can be broadly classified into several groups: measures of system integra-
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tion and system segregation. Measures of integration, such as betweenness centrality, participation
coefficient, eigenvector centrality, and degree centrality, assess a regions ability to link disparate
parts of the brain. Measures of segregation, such as clustering coefficient, assess a regions ability to
engage in specialized processing via dense interconnections to regions involved in the same type of
processing without connectivity to more distant brain regions whose input might cause interference.

In this particular study, our selection of graph theoretic measures was based on the desire
to sample a variety of connectivity characteristics. First, we chose a basic quantification of the
connectedness of a region, unthresholded degree centrality, or global connectivity. Global con-
nectivity has previously been linked to individual differences in intelligence and cognitive control
(Song et al.| (2008); (Cole et al.| (2012); see intelligence section below). Second, we chose a measure
that weighs a given regions important connections more heavily than connections to less important
regions, eigenvector centrality. Third, we chose a measure that reflects how important a region
is for connecting disparate parts of the brain, betweenness centrality. This measure provides an
index of how frequently a given region is part of the shortest path between all other pairs of re-
gions in the brain and is one way of measuring the degree to which a region can be considered
a connector hub (van den Heuvel and Sporns, 2013)), which provides the fastest or most efficient
route through which information from disparate regions of the brain can flow. Fourth, we chose a
measure that reflects how diverse a given regions connections are, participation coefficient. This
measure quantifies how many significant connections a region has with a priori defined functional
communities. For example, one region may be connected to only members of its own community
(e.g., regions within the visual network), while another region may have significant connections to
a variety of communities (e.g., frontoparietal network, dorsal attention network, cingulo-opercular
network). Lesions to regions with a high participation coefficient produce more severe and broad
cognitive deficits than lesions to areas with a lower participation coefficient (Warren et al., 2014),
suggesting that such regions play a more central role across a variety of processes. Participation
coeflicient was of interest to this follow-up study given the finding in the prior network-centric study

(Reineberg et al., 2015) that dorsal and ventral attention networks of individuals with high EF are
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expanded to include regions not observed in the networks of individuals with lower EF such as the
frontal pole and angular gyrus. Finally, we chose a measure thought to reflect the degree to which
a given region is involved in specialized processing, clustering coefficient. Clustering coefficient is
a measure of local segregation. Regions with a high clustering coefficient have a large percentage
of neighbors who are neighbors of each other.

We found higher common EF was associated with the graph theoretic properties of several
region-of-interest derived from previous studies that investigated the relationship between executive
function and rs-fMRI (Reineberg et al.l |2015; |Cole et al., [2012) or anatomical variability in frontal
lobe (Smolker et al., 2014]). Specifically, higher common EF was associated with lower global
connectivity of frontal pole; lower clustering and lower eigenvector centrality of angular gyrus;
lower clustering and lower eigenvector centrality of vimPFC; and lower betweenness centrality of
DLPFC. Higher common EF was marginally associated with higher global connectivity and lower
participation of LPFC. In summary, higher common EF was consistently associated with less hub-
like frontal regions. One notable exception was dorsolateral prefrontal which exhibited higher global
connectivity in individuals with high common EF.

An exploratory follow up analysis of graph theoretic properties of the brain that were most
important for common EF show higher common EF was associated with a) increased global con-
nectivity, increased betweenness centrality, and lower clustering coefficient of a region in left cuneal
cortex/precuneus, b) increased betweenness centrality of right inferior frontal gyrus and left SMA,
c) decreased eigenvector centrality of right precuneus and right middle frontal gyrus, d) increased
eigenvector centrality of left temporooccipital cortex, and e) decreased clustering of two left frontal
pole and left temporal pole. In contrast to the analysis of a priori regions above, many of the
most powerful graph theoretic predictors of common EF were increases in the centrality of regions.
Additionally, many of these regions were outside the frontoparietal network.

In summary, individual differences in inhibitory control and common EF seem to manifest in
the greater ReHo of frontoparietal and default network regions, higher amplitude of BOLD signal

and spatial variation in default, attention, visual, and motor networks (for inhibitory control),
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expanded dorsal attention network (expanded role of frontal pole), increased role of the cerebellum

in the frontoparietal network, as well as less central frontal regions.

A.1.3 Executive Functions: Task-set Shifting

Task set shifting is the domain of executive function that entails the processes involved in
flexibly shifting between different goals. In the laboratory, mental flexibility is tested with a variety
of tasks that require an individual to perform some action (e.g., sorting a deck of cards) in the
face of rapidly changing sub-goals (e.g., sometimes categorizing based on card color and sometimes
categorizing based on odd/even number). Monsell (2003) provides a thorough review of task set
shifting tasks. Regarding the neural bases of task set shifting, meta-analyses have shown the
involvement of posterior regions of dorsolateral prefrontal cortex (e.g., inferior frontal junction) as
well as parietal regions (e.g., intraparietal sulcus; Derrfuss et al.| (2005); Wager et al.| (2004]).

In our groups analysis of how resting-state networks spatially vary with individual differences
in shifting-specific EF, we found higher shifting-specific abilities were associated with increased
connectivity of angular gyrus with a ventral attention RSN (Reineberg et al., 2015). The angular
gyrus is a region that contributes to a diverse set of functions such as visuospatial attention, episodic
memory, and math skill. It is located in parietal cortex near the superior border of the temporal
lobes and is anatomically connected to a variety of regions implicated in higher order cognitive
process, such as ventrolateral prefrontal cortex, among others (Uddin et al., 2010). The ventral
attention network is involved in lower order attention processing and somatomotor functions. The
angular gyrus may assume a different role in individuals with higher shifting ability that is,
it couples to a lower order attention network rather than a higher order network such as the
frontoparietal network.

In our follow-up analysis of the connectivity of individual regions (Reineberg & Banich,
2016), we found higher shifting-specific EF was associated with lower clustering and higher global
connectivity of vimPFC; lower eigenvector centrality of vIPFC; higher clustering, lower betweenness

centrality, and lower participation of DLPFC; and higher betweenness centrality of angular gyrus.
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These results are similar to the common EF results in that ability is associated with decreases
in centrality in frontal regions. Interestingly, we found increases in centrality in angular gyrus
associated with higher shifting, which could suggest higher ability individuals transfer shifting-
related processing to a region that is typically considered lower on the control hierarchy than
frontal regions.

An exploratory follow up analysis of graph theoretic properties of the brain that were most
important for shifting-specific EF show higher shifting-specific EF was associated with a) increased
global connectivity in left precentral gyrus as well as right pre- and postcentral gyrus, b) higher
participation coefficient of left and right precentral gyrus, c¢) increased betweenness centrality of
left lateral occipital cortex, d) decreased betweenness centrality of two anterior cingulate cortex
regions, and e) decreased clustering coefficient of posterior cingulate cortex. One notable aspect of
these results is that a large portion of the features that best explain variance in shifting-specific EF
are increased centrality measures in somatomotor areas, specifically bilateral sensory and motor
strips. These areas are not typically thought of as task set shifting regions, however, all shifting
tasks do require monitoring and processing the relevant sensory task dimensions as well as making

a motoric response.

A.1l4 Executive Function: Working Memory

Working memory is a psychological construct that corresponds to the processes involved in
the temporary maintenance and manipulation of information (Baddeley,|1992). One popular model
of working memory suggest that working memory ability relies on the several component processes
a central executive, a visuospatial sketchpad, the phonological loop, and episodic buffer (Baddeley,
2000). These components are responsible for the capture and maintenance of visual and auditory
information (visuospatial sketchpad and phonological loop, respectively), binding of multimodal
representation into an episode (episodic buffer), and a higher-order subsystem that control the
interaction of the other components (central executive). This historical model suggests working

memory ability is composed of multiple component processes, a notion that is in line with the unity
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and diversity framework. One interpretation of both frameworks may be that the maintenance and
manipulation aspects of working memory are separable, with the maintenance aspects categorized
as common EF (in terms of the unity and diversity framework) and the manipulation aspects
associated with updating-specific EF (again, in terms of the unity and diversity framework). One
caveat of this section is that, for studies that assessed working memory ability with only a single
measure, this measure may reflect varying levels of maintenance and updating-specific EF related
processing, as in the case of complex working memory span tasks and the keep track task. Different
groups have assessed the relationship between rs-fMRI and performance on each of these working
memory tasks or latent variable level working memory measures.

One early investigation of individual differences in working memory sought to characterize the
integrity of the default network as a potential predictor of BOLD signal during performance of an N-
back working memory task (3-back condition ; baseline; Hampson et al.| (2006)). These researchers
were interested in how the connectivity between two key regions within the default network medial
frontal gyrus/ventral anterior cingulate cortex and posterior cingulate cortex is related to behavior.
They found a positive relationship between connectivity of the two seed regions at rest and during
the 3-back condition and also between resting connectivity and performance during the three back
condition (percent correct, misses, and false hits) such that increased connectivity between the two
default network regions was associated with higher performance. This result was a little surprising
given the cognitive functions that are more commonly associated with the default network (such
as self-referential processing) would compete with demanding cognitive tasks like the N-back task.
Perhaps the integrity of the default network as assessed by resting correlations within the network
itself is indicative of the degree to which that network can be regulated while individuals are
performing a demanding task. One caveat of this particular study was the small sample size (n =
9) and the lack of a test of specificity. While Hampson and colleagues report the positive association
between the connectivity of two default network regions and working memory performance, they
do not report if connectivity between task-positive/executive control regions or a pair of control

regions is also positively associated with working memory ability.
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Sala-Llonch et al.| (2011)) also investigated the role of the default network in working memory
ability. In this study, the degree of negative correlation between the default network and the
frontoparietal network (termed a working memory network, although it is the same network that
is largely implicated in a variety of cognitive control tasks) was assessed for each individual. They
found that the stronger the negative correlation between these two networks, the higher performance
was during a 3-back working memory condition (which was performed in the scanner just after
the resting scan). The authors suggested the negative correlation of the networks was due to
some preparatory processing for the upcoming N-back working memory task with higher ability
individuals being able to segregate the two networks prior to the demanding task. This explanation
is certainly possible but not in line with the theme of this review, which suggests the negative
correlation may be a trait-like marker of increased ability. The authors reported one additional
finding; after extracting the default network for each participant, they investigated whether any
region within the network was associated with behavioral performance. They found that higher
functional connectivity of a precuneus region within the default network at rest was associated
with higher performance during the subsequent 3-back working memory task. The authors dont
provide a firm explanation of this result. Given the precuneus status as a crucial hub within the
default network (Utevsky et al.l 2014), it could be assuming an organizing role in establishing the
negative correlation between the default and executive control network. One caveat of this study
is that a training session involving performance of the 3-back working memory condition until 80%
accuracy was performed just prior to the resting scan leading to the possibility that the network
anti-correlation was induced by training and carried over into the resting scan.

Takeuchi et al.| (2012) were interested in building upon the literature describing the interaction
of the default and executive control networks during performance of working memory tasks and at
rest. They tested whether a working memory training intervention modified relationship between
default and executive control networks and the regions within them at rest. It should be noted
that connectivity in this study was assessed with both a standard resting-state fMRI scan and a

resting-state arterial spin labeling scan. Arterial spin labeling is a more direct measure of cerebral
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blood flow than fMRI. They hypothesized working memory training would either alter within-
network dynamics (e.g., regions within the default and/or executive control networks would be
more correlated with other regions within the default or executive control network, respectively)
or between-network dynamics (e.g., regions within the default network would be more negatively
correlated with executive control network regions). These types of changes in dynamics would be in
line with the small prior literature highlighted above demonstrating differences among individuals
of varying working memory ability. Indeed, they found increased connectivity between medial
prefrontal cortex and precuneus in the intervention group as assessed by rs-fMRI. Medial prefrontal
cortex was chosen because it is a hub of the default network and, as Hampson and colleagues
(2006) reported, its resting-state connectivity is linked to individual differences in working memory
performance. Precuneus is also a hub within the default network. This result of increased coherence
of two critical default network regions is in line with the work of Hampson and colleagues (2006).
Additionally, this result is important in that it lends support to the hypothesis that rs-fMRI may be
sculpted over time by a history of particular action/s. In this case, rs-fMRI was altered in a way that
reflects the type of processing that each participant did during the training sessions. Additionally,
they found working memory training was associated with a decrease in functional connectivity
between medial prefrontal cortex and right lateral prefrontal cortex and also increased cerebral
blood flow in right lateral prefrontal cortex as assessed by arterial spin labeling. Medial prefrontal
cortex, again is a hub of the default network, and right lateral prefrontal cortex is an important
region within the executive control system. This latter result also supports the hypothesis that
rs-fMRI reflects a history of the brains prior states. In this case, successful performance of a variety
of demanding cognitive tasks invokes anticorrelation of the default and executive control system.
Over the course of the month long (25 session) training regimen, perhaps this brain dynamic
became engrained. Two caveats of this study are the lack of an active control condition and lack
of a long-term follow up scanning session (to test the stability of the training-induced rs-fMRI
changes).

In summary, aspects of rs-fMRI related to working memory are increased within default
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network connectivity and decreased default-to-task positive network connectivity associated with
both higher working memory ability and training in working memory. Additionally, increased
updating-specific EF ability was associated with less central frontal regions (with the exception of

a lateral prefrontal cortex region and superior frontal gyrus) and more central somatomotor regions.

A.1.5 Intelligence

Fluid intelligence is another high-level cognitive ability that is the focus of several resting-
state studies. Fluid intelligence (Gf) is a term attributed to Cattell (1943, 1963) who attempted to
describe problem-solving and reasoning abilities that are independent of the ability to effectively
remember and use prior knowledge (i.e., crystallized intelligence, Gc¢). Common measures of Gf
include Ravens progressive matrices and the performance 1Q aspects of the Wechsler Adult Intelli-
gence Scales (Raven, 1998; |Wechsler, 2003). Because general intelligence explains variance in such
a wide array of high-level cognitive tasks, it has become the behavior of interest for a number of
preliminary rs-fMRI studies.

Song et al.| (2008) were interested in how connectivity between DLPFC and the rest of the
brain is associated with individual differences in intelligence as assessed by the full scale Wechsler
Adult Intelligence Scale. Lateral prefrontal cortex is an area of interest in intelligence research due
to previous associations between anatomical differences (e.g., grey matter volume controlling for
intracranial volume) in this area and individual differences in intelligence(e.g., |Gray and Thompson
(2004)). In a seed-based connectivity analysis restricted to frontal and parietal regions, Song
and colleagues found increased functional connectivity between DLPFC and inferior frontal gyrus,
medial frontal gyrus, superior frontal gyrus, and the inferior parietal lobules is associated with
higher intelligence. After expanding the analysis to the whole brain and making the statistical
threshold more conservative, they found increased functional connectivity between DLPFC and the
brainstem, hippocampus, caudate, cuneus, and lingual gyrus is associated with higher intelligence
(in addition to the relationships from the a priori analysis).

Another study was interested in whether or not global graph theoretic characterizations of



160

the brain are associated with individual differences in intelligence as assessed by the WAIS (Van
Den Heuvel et al., [2009)). Global graph theory measures are summary measures of the resting-
state scanning session that describe how each individuals brain acts as an interconnected (by
edges, or the correlation in BOLD activity between the areas) set of regions (i.e., nodes from
an a priori parcellation of the brain into regions of interest). Some of these global measures
attempt to describe how globally efficient the individuals brain is or how much of a small world
the brain is. Global efficiency in the context of this study is a measure of how interconnected
the nodes in a brain graph are that is, the average number of edges you must traverse to get
between any two nodes in the graph is low in highly efficient systems. Small world graphs are
ones with a balance between highly segregated subnetworks (sometimes referred to as communities
of modules e.g, the frontoparietal network) but also a sufficient number of connections between
the subnetworks. They found a positive relationship between the global efficiency of the resting
brain and intelligence while controlling for age individuals with high intelligence had few edges
to traverse when making paths between pairs of brain regions. As a test of specificity of this
relationship, they verified that intelligence was not related to the total number of edges. In a
series of follow up tests, they investigated how the average path length between various regions
of interest and every other region in the brain is related to individual differences in intelligence.
They found significant negative relationships between intelligence and this path length measure
for medial prefrontal gyrus, precuneus/posterior cingulate gyrus, bilateral inferior parietal cortex,
left superior temporal, and left inferior frontal gyrus longer path lengths between these regions
and every other region in the graph were associated with lower intelligence. This study showed
a very simple global graph theoretic measure had predictive utility in the study of intelligence.
Additionally, it is also one of several studies to show a possible special role of lateral prefrontal
regions as connector hubs for individuals with high intelligence.

Wang et al. (2011b)) followed up on this work and investigated how regional homogeneity
in the resting brain relates to intelligence as assessed by the Chinese version of the WAIS. They

found intelligence was positively correlated with the ReHo (regional homogeneity) of bilateral infe-



161

rior parietal lobules, middle frontal, parahippocampal and inferior temporal gyri, right thalamus,
superior frontal and fusiform gyri, and left superior parietal lobule while controlling for age and
gender.

Repovs et al.| (2011) investigated how resting-state network-to-network connectivity predicted
intelligence. One caveat is that their group of participant included schizophrenic patients and
healthy controls. They were particularly interested in the connectivity between fronto-parietal,
cerebellar, and cingulo-opercular networks as extracted using templates from a prior study (Fox
et al., 2009). They found greater functional connectivity between the frontal-parietal and cerebellar
networks was associated with higher performance on all four facets of cognitive behavior they
measured including intelligence as assessed by the Wechsler Adult Intelligence Scale and Wechsler
Abbreviated Scales of Intelligence. Results observed in this study were across the entire group of
schizophrenia-affected and -unaffected individuals.

Finally, Cole and colleagues were interested in how the global connectivity of lateral pre-
frontal cortex (LPFC) contributes to individual variation in intelligence (Cole et al., [2012). Their
hypothesis was based on prior work suggesting lateral prefrontal cortex is a particularly suitable
region to perform the complex dynamic switching that may be required for complex reasoning and
problem solving. If this particular regions needs to flexibly connect to a variety of other corti-
cal areas to support reasoning and problem solving, it may have a diverse set of connections at
rest. They found higher global connectivity of lateral prefrontal cortex (specifically, a region in
left middle frontal gyrus) was associated with higher fluid intelligence. A follow up analysis of
the same data investigated the specificity of the previously reported intelligenceglobal connectivity
relationships by breaking the global connectivity measure down into its within-network and outside-
network components. Specifically, they calculated separate measures for LPFCs connectivity to its
own network (i.e., the frontoparietal network) and all regions outside its own network (Cole et al.,
2015)). They found the relationship between global connectivity of LPFC and intelligence may
be driven primarily be LPFCs connections outside its own network. That is, after controlling for

global connectivity they found a positive relationship between LPFC outside network connectivity
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and intelligence. This result suggests that LPFCs ability to connect disparate parts of the brain
may underlie its role in intelligence related processing.
In summary, connectivity of dorsolateral prefrontal cortex is an important neural substrate

that is altered in individuals of varying intelligence.



Appendix B

Comparison of Resting-state Networks from Multiple Studies

Summary

Here we compare group-level resting-state networks (RSNs) from sample B, a
study of 251 28-30 year old individauls, to ICA components from sample C, a study
of 230 15-18 year old individuals.

B.1 Comparison of ICA components

In the process of deciding how to best replicate the analyses of sample A in sample B (Chapter
2), we realized the use of a priori RSNs from sample A might not best capture the networks structure
of sample B. This was partially true because we did observe some differences between the matched
ICA components in each sample, although the networks were very highly correlated overall. One
possibility is that the large sample size in sample B allowed us to detect slightly different and
possibly better RSNs. By comparing the networks from sample B to a third (and also large)
sample, we are afforded an opportunity to see if RSNs in these two samples are almost perfectly
correlated. They were not. Had this been the case, we may have opted to replicate the analyses
described in Reineberg et al. (2015) by solely performing a native group ICA and dual regression
on sample B. There does not seem to be a set of RSNs perfectly preserved across the samples
discussed in this dissertation, so we decided to report results from several pipeline variations in the
main text of this document. In this appendix, we report the supplemental results of the comparison

of samples B and C which assisted in our decision to pursue multiple processing pipelines.



164

Figures[B.1], [B.2][B.3] and[B.4]lshow comparisons of select networks from the group ICA results

of sample B and a large study of 230 adolescents. Due to a bad update in the Pysurfer plotting
software, an artifactual orbitofrontal activation (red) was plotted on each of the comparisons. This
orbitofrontal cluster is to be ignored. For the sake of visual comparison, the output of FSL’s
Melodic program was thresholded at the same value for each set of results (z > 3.5) although for
numerical comparison, unthresholded whole brain group-level components were correlated. Overall,
group-level ICA components were similar in each sample (average of pairwise correlations = 0.71)
but less similar than samples A and B were to one another. There were some notable differences.
First, both left and right frontoparietal networks had considerable overlap in the main frontal and
parietal areas of the canonmical frontoparietal RSN (Pearson’s 7ies frontoparietal = 0.89, Pearson’s
Tright frontoparietal = 0.88, Figure . Overall, these are the only networks that seem to have higher
spatial similarity across samples B and C than across samples A and B. The dorsal attention
network was larger in sample B (Pearson’s r = 0.48, Figure ) The dorsal attention network
in sample C seems to be composed of both dorsal and ventral attention areas. There were large
differences in ventral attention network as well, with sample C having a much more focal superior
temporal cluster and less inferior frontal activation (Pearson’s r = 0.66, Figure ) In samples
B and C, the hubs of he default network - medial prefrontal cortex and posterior cingulate cortex
- parceled into multiple ICA components (Figure ) The middle temporal lobe subsystem of
the default network was very dissimilar in samples B and C with sample C completely lacking the
classis middle temporal areas and only overlapping substantially in medial superior frontal gyrus
(Pearson’s r = 0.60, Figure ) The sensory-somatomotor networks in samples B and C were
quite similar with both tightly tracking the superior aspects of sensory and motor strips (Pearson’s

r = 0.71, Figure ) Finally, the cingulo-opercular network was larger in sample B (Pearson’s r
= 0.70, Figure [B.4b).
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Figure B.1: Comparison of Frontoparietal Networks in Samples B and C. Due to a bad
update in the Pysurfer plotting software, an artifactual orbitofrontal activation (red) was plotted
on each of the comparisons. This orbitofrontal cluster is to be ignored.
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Figure B.2: Comparison of Attention Networks in Samples B and C. Due to a bad update
in the Pysurfer plotting software, an artifactual orbitofrontal activation (red) was plotted on each
of the comparisons. This orbitofrontal cluster is to be ignored.
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Figure B.3: Comparison of Default Networks in Samples B and C. Due to a bad update
in the Pysurfer plotting software, an artifactual orbitofrontal activation (red) was plotted on each
of the comparisons. This orbitofrontal cluster is to be ignored.
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Figure B.4: Comparison of Sensory-somatomotor and Cingulo-opercular Networks
in Samples B and C. Due to a bad update in the Pysurfer plotting software, an artifactual
orbitofrontal activation (red) was plotted on each of the comparisons. This orbitofrontal cluster is
to be ignored.
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