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Autism spectrum disorder (ASD) and attention deficit/hyperactivity disorder (ADHD)
are prevalent and highly co-occurring neurodevelopmental disorders. The brain corre-
lates of these disorders remain mostly unknown. This is partly due to the limitations
of existing analytic methods in coping with the large within disorder variability and
overlap between disorders. To address this challenges, we propose a new method
called Bagged-Regression clustering for data-driven discovery of diagnosis-agnostic
subgroups that may share brain-behaviour associations. This approach clusters the
sample data into K groups, each with its own linear regression function. Using both
simulated data and a real-dataset of brain-behaviour associations in ASD and ADHD,
we show that the proposed method is able to recover multiple regression lines in the

data.
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Chapter 1

Introduction

1.1 Chapter Overview

We will define our research question and explain the rationale behind this study
in section 1.2. In section 1.3, we introduce a possible solution to the analytical
gaps in autism spectrum disorder (ASD) and attention deficit/hyperactivity disorder
(ADHD) studies. Section 1.4 covers the contributions of this study and section 1.5

will give a brief overview of the futures chapters.

1.2 Rationale

Autism spectrum disorder (ASD) and attention deficit/hyperactivity disorder (ADHD)
are complex neurodevelopmental disorders. ASD is primarily characterized by atyp-
icalities in social communication function as well as the presence of repetitive be-
haviours and restricted interests [6], and affects 1.5-1.7% of children [12, 91]. ADHD
is defined by the presence of one or more features of hyperactivity, inattention and
impulsiveness that interfere with daily functions [6]. The prevalence of ADHD is esti-
mated to be more than 7% [45, 120]. ASD and ADHD are defined qualitatively based
on constellations of behaviours. Currently, there are no neurobiological markers for

these disorders and their neurobiological underpinnings is poorly understood.

ASD and ADHD are highly co-morbid. For example, ADHD symptoms are present
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in 30-80% of ASD population; meanwhile, 20-50% of people diagnosed with ADHD
show strong traits of ASD [102]. Looking at dimensional characterization of core-
domain features of each disorder, there is also considerable overlap between ASD and
ADHD. For example, social skills difficulties (core ASD feature) have been reported in
samples of children with ADHD [115], and impulsivity and inattention (core ADHD
feature) have also been reported in individuals with ASD [103]. Beyond phenotypic
overlap [14, 8, 132, 123, 23, 46, 107], there is emerging evidence to support shared
etiology [104, 114, 102, 74, 77, 76] and biology [5, 29, 88] in ASD and ADHD.

In addition to cross-diagnosis overlap, there is also large variability within ASD and
ADHD. For example, a recent study showed that 26 mouse models of ASD could be
clustered in three subgroups, each with different brain morphology characteristics,
supporting the notion that ASD is not defined by a single neuroanatomical pattern
[40]. Studies have also shown significant ethological heterogeneity in ADHD [48, 86,
73, 52, 109]. Neurobiological findings in ASD and ADHD have been highly variable in
both the reported affected regions and the effect type [7, 40, 128, 72]. This variability
poses a significant challenge to understanding of these disorders, especially when it

comes to characterizing the neurobiology underlying the behavioural symptoms.

The cross-diagnosis overlap and within-diagnosis variability motivates a dimensional
conceptualization of these conditions that goes beyond diagnostic labels to explain
the underlying neurobiology of behaviours that cut across multiple disorders. How-
ever, very little is known about the neurobiological correlates of these difficulties.
For example, it is unclear if social difficulties in ASD and ADHD share the same
underlying neurobiology, or if these difficulties are associated with disorder-specific

neurobiological features.

To answer the above question using traditional statistics, regression analyses can be
used to characterize the association between brain and behavioural measures (e.g.,
cortical thickness and social function [37]). To investigate similarities and differences
between diagnoses, a main effect of diagnosis or interaction effect involving diagno-
sis can be included in the model. For example, several studies have attempted to
characterize neuropathology of social functions in ASD [66, 37] and ADHD [89] us-
ing traditional statistics. These approaches assume that diagnostic labels correspond
to homogeneous groups, an assumption that is challenged by the presence of large
within-diagnosis variability. In particular, linear regression analysis is not suitable

for characterizing samples where multiple types of associations are present. This
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challenge gives rise to a need for analytical methods that allow for different types of
associations to emerge within different subgroups. Figure 1.1 is an example where
traditional regression techniques relying on pre-defined diagnostic labels are not ade-
quate to explain the data. As seen, the data are characterized by two regression lines
with different slopes. In cases where these lines do not align with diagnostic labels,

traditional regression analyses will fail to detect the two distinct associations.
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Figure 1.1: Examples

There is already evidence to suggest that multiple types of brain-behaviour associ-
ations may exist in ASD [40, 60, 125] and ADHD [109, 9, 115], further highlighting
the needs for new analytical approaches that can discover subgroups that may share

similar patterns of brain-behaviour associations [4, 119, 131, 15].

1.3 Overview of the Proposed Approach

Motivated by the challenge of understanding neurobiological correlates of social dif-
ficulties across disorders, this thesis focuses on developing analytical techniques for
discovering multiple types of linear associations in samples of data. To this end, I
propose the use of machine learning techniques to model linear associations in data.
The proposed approach builds on the concept of regression clustering (RC), an un-
supervised learning method, for discovering clusters of associations. RC is similar to
other centre-based clustering methods (e.g. K-Means), but instead of representing
clusters by features in one domain, each cluster is represented by a regression func-
tion. In essence, the results of RC are not groups of participants that share brain or
behaviour representations, but groups of participant who lie on the same regression

line characterizing brain-behaviour associations. Applied to the problem of finding
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brain correlates of social difficulties in ASD and ADHD, RC will result in subgroups

of individuals who share similar brain-social behaviour associations.

Previously designed RC algorithms are limited when applied to data that has outlier
points (eg. points that do not belong to any cluster) and have difficulties when two
cluster intersect one another [10]. To address this gap, I introduce a novel RC algo-
rithm that is based on multiple bagged robust regression models. Bagging enables
us to find multiple correlates in the data and robust regressor allow the model to
perform well in presence of outlier points. Our algorithm, called bagged RC (B-RC),
is capable of characterizing the potentially complex relations (existence of multiple
subtypes with distinct correlates) of the brain structure and social communication
function. I apply this technique to multiple simulated data sets to examine its sen-
sitivity characteristics; then, I use the same pipeline to analyze the brain-behaviour
correlates in ASD and ADHD.

1.4 Contributions

The main technical contribution of this thesis is an analysis pipeline, B-RC, for dis-
covering multiple regression lines that explain the association of brain-phenotype pat-
terns across ASD and ADHD. Unlike traditional statistical methods, the proposed
method allows for the existence of multiple subtypes with distinct brain-behaviour
correlates. Moreover, the proposed method can detect clusters of simulated data in

presence of outliers and when clusters intersect as we will show in future chapters.

The proposed pipeline was applied to examine associations between social communi-
cation abilities and cortical thickness in a sample of children with ASD and ADHD.
Our results suggest that 1) multiple types of associations do exist in these data, and
2) the association subtypes discovered through our data-driven, diagnosis-agnostic
approach do not align with existing diagnostic categories. To best of our knowledge,

this is the first investigation of regression clustering in neurodevelopmental disorders.

In this thesis, I demonstrate the utility of the proposed pipeline for the specific case of
social communication function/ cortical measure association. However, the pipeline is
not limited to this type of data and can be applied to other data sets where discovery

of multiple types of linear associations are of interest.
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1.5 Thesis Overview

The rest of this document is structured as follows: Chapter 2 provides a review of
relevant literature including existing studies of neuroanatomy in ASD, ADHD, as well
as a review of machine learning concepts relevant to the proposed pipeline. Chapter
3 describes the proposed pipeline. Chapter 4 presents a detailed overview of the data
sets used to examine the utility of the proposed pipeline. Experimental results are
provided in chapter 5. In chapter 6, we will discuss the results and potential gaps of
the proposed method. Chapter 7 summarizes contributions of this thesis and provides

directions for future work.



Chapter 2

Background

2.1 Chapter Overview

This section provides a summary of the literature relevant to this thesis and an
overview of background concepts. We begin by an outlook over social functions and its
relevance in ASD and ADHD (section 2.2). Next, we will highlight previous findings
regarding the neuroanatomy of ASD and ADHD with a focus on social communication
processing (section 2.3). We provide a background on relevant machine learning topics
(section 2.4) and discuss current challenges and gaps in the literature (section 2.5).

Lastly, we explain the objectives of this study (section 2.6).

2.2 Social Difficulties in ASD and ADHD

Social perception and social communication difficulties are among the core symptoms
of ASD [14, 100, 51]. According to the Diagnostic and Statistical Manual of Mental
Disorders (DSM-5), these include deficits in social-emotional reciprocity, nonverbal
communication behaviour (e.g., gesture, eye contact), and difficulties in developing

and maintaining relationships [6].

At the same time, these difficulties have been reported pervasively in other neurode-
velopmental disorders, including ADHD [14, 123, 51, 84]. Children with ADHD are

suggested to have poorer social and communication skills than those without [130].



CHAPTER 2. BACKGROUND 7

Interestingly, the degree of social impairment is thought to increase with comorbidi-
ties such as oppositional defiant disorder or conduct disorder [130]. In many cases,
children with ADHD may have difficulties with peer relationships, partly owning to
difficulties with social exchanges such as sharing and turn taking [98, 130]. Difficulties
with social perception have also been reported in ADHD [14].

Although social communication difficulties are associated with both ASD and ADHD,
it remains unclear whether the neurobiology underlying these difficulties is shared

across these disorder or if it is disorder specific.

2.3 Brain Correlates of Social Difficulties

Social function is modulated by a network of cortical and sub-cortical regions in the
brain [119, 15, 65]. The social brain enables social cognition and ultimately social
functions; hence, it is an integral part of neurological and psychiatric disorders [65, 15].
In this section, we review previous studies on brain correlates of the social behaviour

and function.

Several studies have attempted to find the neurology behind social functions. Several
cortical and sub-cortical regions including the amygdala, insula, temporal-parietal
junction (TPJ), dorsal-medial, ventromedial prefrontal cortex (dM-PFC), the ante-
rior and posterior cingulate cortex, the superior temporal sulcus/gyrus (STS/STG),
retrosplenial Cortex, fusiform face area (FFA), and the temporal pole have all been

reported to be involved in social communication function [119, 65, 27].

The anterior insula is thought to be involved with the conscious and unconscious
social processes (social cognition) [18]. The amygdala is also involved in social cog-
nition and responsible for generation emotions in social interactions. The anterior
cingulate cortex (ACC) is involved with social cognition and regulation of emotion in
social settings [18, 99, 41]. Posterior-ST'S is shown to be involved with face processing
[18]. Ventral striatum are among the regions responsible for generating social related
emotions. Regions of dorsal and ventral lateral PFC, Posterior medial PFC are re-
ported to be involved with regulating emotions that arise from social interactions.
TPJ, dM-PFC and precuneus have been identified to be correlated with deducing
mental states and empathy [99]. For quantitative information (e.g. coordinates) on

regions involved with the ”social brain” you can refer to [2] where Alcal-Lpez et al.
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has compiled a detail atlas of these regions (see page 6).

Previous studies show that the ”social brain” consists of multiple regions as shown
above. Multiple theories have been introduced to explain how a network of these
regions work together to enable social cognition [2, 87, 18]. One such theory is called
the ”Social Information Processing Network” [87] which introduces a three-layered
network of nodes. The ”detection node” which is responsible for understanding the
social aspects of a stimuli such as various motions involved with social interactions.
This node involves regions such as the intraparietal sulcus, STS, FFA. Next, is the
"affective node” which processes emotions involved in a social act and involves regions
such as the amygdala, the ventral straitum, hypothalamus and orbitofrontal cortex.
Lastly, the ”cognitive regulatory node” which is tasked with understanding the psy-
chological state of others in social interactions as well as generating goal oriented

social behaviour.

2.3.1 ASD

In this section, we will begin by highlighting the previously found significant regions
in ASD. Then, we will review previously suggested regions specifically related to social

mechanisms in ASD.

Studies of brain morphology in ASD have revealed mixed and sometimes discrepant
results. Volumetric structural MRI studies between typically developing children
(TD) and children with ASD have reported brain differences in total brain volume,
gray matter (GM) volume, and white matter (WM) volume [30, 32, 53, 108]. Several
studies reported brain enlargements during infancy followed by a quiescent period

during puberty in ASD groups compared to TD [39, 32, 58].

A few studies have suggested brain enlargements in adulthood [58, 44, 54]; in contrast,
there have been a few papers to show reduced gray matter volume in regions such
as medial temporal gyrus, fusiform gyrus, amygdala, medial frontal gyrus in adults
with ASD [108]. Enlargements in pallidum and lateral ventricle volumes have been
reported [122]. There is contradicting studies for atypical brain size in other brain
regions such as the frontal cortex [63, 82], superior temporal sulcus [19], inferior
parietal lobule [50] and cingulate [58, 22].

Cortical thickness and cortical surface area analysis of individuals with ASD has
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shown an increase of gray matter compared to TD in frontal and temporal lobes;
while a decrease in the gray matter has been reported in temporoparietal junction
and cerebellum [38, 43]. Left lateralized cortical thickening in childhood (6 years)

has also been reported with diminishing abnormalities in adulthood [66].

Impairments in the reported brain regions are often correlated with social mechanisms
[108, 58, 66, 37]. While the neural correlates of social function in ASD are not fully
understood, a network of regions including the amygdala, insula and cingulate are
suggested to be involved [65]. Another study has reported atypical surface area in
the right cingulate in ASD population and concluded enlargement in the insula and

isthmus surface areas to be associated with poor social functions [37].

2.3.2 ADHD

In ADHD, reduced grey matter volume has been reported in ACC, basal ganglia,
the dorsolateral prefrontal cortex, orbitofrontal cortex, inferior frontal cortex, medial
prefrontal cortex [20, 33, 105, 59, 112, 111, 33], cortical thinning of the cortex in
medial and superior prefrontal and precentral regions has also been reported in ADHD

population when compared to TD [110].

2.3.3 Cross-Diagnosis Studies

Few studies have analyzed these neurodevelopmental disorders in pairs. ASD-ADHD
studies show reduced grey matter volume in temporal lobe and increased grey matter
volume in inferior parietal cortex [26]. Studies have also shown smaller grey matter
cerebellum in ADHD and ASD populations [36, 75]. Neuroimaging investigations of
ASD and ADHD groups have shown common abnormalities in left inferior frontal

gyrus, frontal cortex, caudate nucleus and amygdala [58, 47, 90, 89].

2.4 Machine Learning Preliminaries

In this section, we review a few mathematical and machine learning concepts that we

use in our analysis pipeline.
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2.4.1 Symptom Severity Prediction from Brain Morphology
in ASD and ADHD

Few recent studies have attempted to predict ASD severity scores based on structural
magnetic resonance imaging (MRI) measurements by performing regression analysis
(66, 109, 85, 60]. The regressor predicts a behavioural score for every participant;
the score is bounded in a range of possible values dependent on the behavioural
questionnaire used in the study. In the following, we will review these papers in

greater depth.

In [66], the authors first performed statistical analysis to identify regions with sig-
nificant differences in cortical thickness in ASD and then applied regression analysis
to show the relationship between cortical thickness abnormalities and ADOS sever-
ity scores in ASD population. Likewise, in [109], authors performed regression and
statistical analysis to better understand the volumetric brain measurements and be-
havioural ratings in ADHD population. In [85], the authors performed support vec-
tor regression (SVR) and cross-validation to obtain a symptom severity predictor.
The authors were able to achieve a mean absolute error (MAE) of 1.34 in predicting
Autism Diagnostic Observation Schedule (ADOS) severity scores. Hong et al. [60] in-
troduce a different approach to prediction of ASD symptom severity; the authors used
structural MRI and resting state MRI (rsMRI) to extract cortical thickness, intensity
contrast on white and gray matter boundary, cortical surface area and geodesic dis-
tance from each participant. Next, they normalized the ASD population data against
the distribution of TD participants and performed a hierarchical clustering to divide
the participants into three distinct clusters: ASD-I: cortical thickening, increased
surface area, tissue blurring; ASD-II: cortical thinning, decreased distance; ASD-III:
increased distance. After dividing the participants into three subtypes, they applied
regression by gradient boosting to predict ADOS based severity scores and reported
MAESs of 2.080.14, 3.260.31 and 2.710.17 for each cluster respectively.

2.4.2 Regression Clustering

Clustering is an unsupervised learning method that can be generally defined as a way
to find groups of samples in the data that share a common pattern. There are multiple

ways of achieving this task (e.g. hierarchical clustering, K-Means) [70]. A branch of
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clustering approaches are known as the centre-based clustering algorithms where each
cluster is represented by a single point (e.g. K-means). As described by [133], any
centre-based clustering algorithm that represents each cluster by a regression function
is part of the ”"Regression Clustering” (RC) family of learning algorithms. These set
of algorithms have also been referred to by other names such as ” Clusterwise Linear
Regression” [118, 34, 117, 116, 56, 55, 57, 133, 10, 11, 35].

RC is used when the nature of data is continuous and multiple coexisting regression
patterns are present in the data. RC generally involves the following steps (a detailed

version can be found in [133]):

Stepl: Pick K regression functions on subsets of data from the entire set (in case
where the subsets are overlapping, we can have a soft clustering mechanism where

each point can be assigned to multiple clusters).

Step2: Iterate over all points and obtain a prediction error from every cluster-centre
(regressor). Then move each point to that cluster that produced the lowest residual

for that point.

Step3: Update the regression function of each cluster since the cluster memberships

have been altered in the previous step.
Step4: Repeat steps 2 and 3 until no change in cluster membership is detected.

Most centre-based clustering algorithms are known to be sensitive to their initial-
ization steps (e.g. K-means) [133]. A popular way to combat this gap is to perform
multiple random initializations and report the ”best” results or compare the outcomes

to observe if any common pattern arises [133, 127, 10, 78].

2.4.3 Bagging

Bootstrap aggregating or ”bagging” is concept frequently used in ensemble learning
algorithms. The idea is to use "bags” of sub-sampled data from the original data
set in order to train multiple predictors [24]. In ensemble methods such as random
forest, the outcome of multiple predictors are averaged for the final prediction [25].

We will describe in chapter 3 how we employ this idea for our analysis.
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2.4.4 RANSAC Regression

The random sample consensus (RANSAC) is a popular regression method that has
the ability to interpret the data that contains gross errors (outlier points) [42]. The
RANSAC algorithm is an iterative model where a random minimal sample set (MSS)
(eg. MSS=2 when finding the line of best fit) of data is chosen at every turn in search
of the best consensus set. To find the best consensus set, the algorithm fits a model
to the MSS and examines the distance (using a user defined loss function) of all point
in the data set to the fitted line; using a user defined distance threshold the model
then counts the number of "inliers” (number of points within the defined thresholds)
and selects the model with the highest number of inliers to interpret the data and the

inliers are also referred to the best consensus set [42].

In the context of this paper, we chose to use RANSAC regression because of its
robustness towards outlier points. Regression method is suited because the nature of
our real world data is a continuous spectrum rather than discrete measures (we will
discuss the data properties in chapter 4). Robustness is a desired property since the
brain-behaviour is known to be a complex problem as explained in previous sections

of this chapter.

2.4.5 Spectral Clustering

Spectral clustering techniques use a similarity matrix is to partition the data into
distinct groups where the data points inside a cluster are highly similar to each
other. Similarity matrix describes the ”similarity” of any pair of data points. The
"similarity” measure can be defined differently depending on the application. We
will describe our definition of a ”similarity” score and how we calculate the similarity
matrix in chapter 3. One of the ways to perform spectral clustering is defined in [113];
where the authors use the eigenvectors of the similarity matrix to define the data set
in a new space and use k-means to cluster the points in the newly defined space.
Please see [113, 126] for a more detailed explanation. We chose spectral clustering
because it has been shown to perform better than other clustering methods such as
k-means [126].
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R-Squared

The coefficient of determination or R-Squared (R?) is a well-known goodness of fit
measure in regression problems. Past studies have introduced multiple definitions for
this measure [69]. Assuming that there is a set of predictor variables X = {x;]i =
1,...,m} which contains information about a dependent variable Y = {y;|i = 1, ...,n};
or in other words, a set of data points with m features with information about a
response Y on n number of samples. Let Y be the prediction of Y obtained from
a regressing function. Additionally, let us define v and Y as the mean of Y and Y
distributions respectively. In the context of this thesis, we use the following definition
of R? [69, 71]:

REP=1-%(Y -Y)}/S(Y —Y)? (2.1)

This definition of R? provides insight into the amount of variation in the data [(V))
around its mean (V)] that the regressor model can explain. As it can be seen from
2.1, the R? is a dimensionless measure and its value approaches the higher bound
R? < 1 for better predictions. On the other hand, the value of R? decreases to near

zero (linear cases) or negative (in nonlinear cases or with presence of outliers) [69, 71].

2.5 Challenges and Gaps

Structural and functional neuroimaging techniques have enabled researchers to cap-
ture and hypothesize brain networks related to social functions. Despite the advances
in imaging and our understanding of the ”social brain”, it remains unclear whether or
not there is a shared social brain network in neurodevelopmental conditions such as
ASD and ADHD that can explain the social communication deficits observed in these
diagnostic categories [4]. There is increasing evidence to suggest a common pattern
in symptoms and biology of these disorders. As a result, there has been a call for
research in neuropathology of these conditions that span across multiple diagnostic

categories [131].

Furthermore, most relational studies on brain scans and social symptom severity

scores target a single diagnostic category (ASD or ADHD) and use traditional sta-
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tistical methods which are limited in the type of associations they can find. These
methods do not allow for presence of multiple types of brain-behaviour associations

(subtypes).

As we discussed, there has been an effort by Hong et al. [60] to allow for multiple
subtypes of ASD while exploring the brain regions that are correlated with symptom
severity score; however, the clustering (subtyping) and symptom score prediction
(regression) are performed separately of one another. Therefore, there is no feed back
from the regression function to affect the subtypes. Subtypes obtained in this manner

may not be a direct outcome of the brain-behaviour associations.

We believe regression clustering has the potential to address this analytical gap. By
applying regression clustering to data from all diagnostic categories we hope to address
these gaps. However, RC algorithms proposed in [133, 10] have been shown to be
limited on contaminated data (presence of "outliers”). Furthermore, the traditional
RC algorithms are sensitive to the initialization stage and the number of clusters
need to be defined before analysis. To address these gaps, we will introduce a new
novel regression clustering that is capable of robust clusterwise regression. We will

introduce a new algorithm for estimating the number of clusters.

2.6 Objectives

In this study, we propose to use machine learning tools to characterize the links be-
tween structural brain morphology and social communication function in ASD and
ADHD. We expect to find 1) a significant correlation between brain morphology and
social communication deficit severity scores and 2) a subset of brain regions con-
tributing to this relation. We also expect that there will be collections of individuals
who do not follow the model, reflecting different etiologies or interactions of comorbid

symptomatology with social function. Our objectives are four-folds:

1. Allowing for multiple subtypes in our analysis;
2. Coupling of clustering and regression;

3. Determining brain features that best predict social function severity scores in
ASD and ADHD;
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4. Determine if the potential subtypes are separable by traditional diagnostic cat-

egories.



Chapter 3

Research Methods

3.1 Chapter Overview

Figure 3.1 illustrates an overview of our analysis pipeline. We will explain each
step in this chapter. We will propose a regression clustering algorithm based on
random sample consensus (RANSAC) and spectral clustering to characterize linear
brain-behaviour correlations (section 3.2). The proposed pipeline is implemented in
Python (version 3.6) and takes advantage of open-source software packages provided
by the SciPy community (Scientific Computing in Python) [96, 67, 62, 92, 83, 64, 95]
and others [129, 31]. Lastly, we describe our validation measures to examine cluster

stability and analyze significant features (section 3.3).

3.2 Bagged Regression Clustering

We propose a regression clustering algorithm based on bagged regression and spectral
clustering, which we call bagged regression clustering (B-RC) to follow the naming
convection used in previous literature [133]. The input to the algorithm two vectors
of response (eg. social communication score) and feature (eg. measurements of a
brain region). The first step is to build a similarity matrix that characterizes the
similarity between two data points (eg. participants) with respect to a regression line
(3.2.1). The next steps are to estimate the number of clusters in the data and group

(or cluster) the data points based on their spectrum of similarity scores (3.2.2). The

16
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Figure 3.1: Analysis Pipeline Overview

output of the algorithm is cluster assignments for each data point (or participant in
the case of our real world data set). A general overview of the processing procedure
is visualized in Figure 3.1. We introduce a novel way of building a similarity matrix
based on regression outcomes from random subset of samples (bags) that allows us
to map the similarities of participants to each other which enables finding multiple
regression lines in the data. Additionally, we will discuss a scatter measure to estimate

the number of clusters based on within and between cluster similarity scores.

3.2.1 Building the Affinity Matrix

The goal is to build a similarity matrix S := (s;;), where s; ; denotes the similarity be-
tween two data pointsiand j (i, € {1,2,..,N}; N : number of points in the data set).
In case of regression clustering, the similarity between two points is expected to be
high when both samples belong to the same hyper-plane in any given space. In this
report, we will limit our analysis to the two-dimensional space defined by a feature
(e.g., cortical thickness) and the response (e.g., measure of social function). There-

fore, if there exists a linear correlation between the feature and the response, samples
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that are in close proximity of the line are thought as ”similar” to each other. To
compute the affinity matrix, several steps are taken as described in Figure 3.2. These
steps include bagging, fitting a regression line to samples in each bag, finding the dis-
tance of each point to the line, transforming distances to similarity values, computing
affinity values, and updating the affinity matrix. These steps are described in detail

in what follows.

p— Build Affinity Matrix Co——

( = Create a bag of samples

!

Find the line of best fit

!

Find the distance to the predicted
line for all the samples

!

Transform the distance measures
to similarity scores

!

Calculate the affinity of samples to
each other using their similarity
scores to the line

!

Repeat

Update Affinity Matrix

N -~

Figure 3.2: Overview of building the affinity matrix

Bagged Regression

Bagging for multiple iterations allows us to look at small portions (individual bags) of
the data set and examine if the relation between those samples (if any) can generalize
to the entire data set. If we perform regression on the entire data set we could be

missing correlations if the data set is made up of multiple correlations as we explained
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in previous chapters. In our analysis pipeline, bagging prior to regression allows us
to examine the existence of multiple correlations in the data set. We see if there is
any linear correlation in each bag and if there is, we then look at the entire data set
to examine if the linear relation also generalized to other samples in the data set.
Bagging has been applied to ensemble regression models such as random forest [25]
however, this is the first time that bagging is applied to regression clustering to the

best of our knowledge.

Bagging will create random bags of samples without replacement (K iterations in
total). The bag size is set by the user as a percentage of the entire sample size (%

of the entire set).

Finding Line of Best Fit

At each iteration we perform a RANSAC regression on the given bag of samples. It
is not guaranteed that the RANSAC algorithm will find a consensus set in every bag;
therefore, we do not expect the regressor to converge at every iteration. In other
words for K iterations the total number of regression lines will be m < K. We expect
to have participants in our real world data that do not belong to any cluster; such
data points are often referred to as "outlier” points in context of regression. We chose
the RANSAC regressor of its robustness to outliers [42].

Distances to the Line

At each iteration, once a regression line is found, we calculate the prediction residuals
(distance measures) from the regressor for all samples - these distances are used to
build a similarity measure. The distance, for the i* sample at iteration &, is defined

as:

Tik = Yi — Qz’,k, (3-1)

where y; is the actual value of response and ¢;; is the predicted response value for

the i"" sample in the k" iteration.
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Similarity Scores

For each bag, the residual (r; ;) between the predicted value using the regression line
is computed using Equation 3.1. The distance measure gives information about the
the generalizability of the line in the data set since points that are far from the would
have large residuals. The the generalizability of the line in the data set increases as
the number of points with negligible residuals increases. We transform the distance

into a similarity measure using a Gaussian kernel as defined in Equation 3.2.

(’“i,k—fk )2
a=ae " Tr (3.2)

where, r; 1, is the residual for the ith sample at iteration k, and 7 and oy, are the the
mean and standard deviation of the ”inliers” within the bag as determined by the
RANSAC regressor. This normalization allows us to determine how the residual r;

compares to the residuals from the data points that define the regressor (inliers).

There are many ways to convert a distance measure to a similarity score; we use
a Gaussian kernel to be able to control the smoothness of the transformation (at
which point we want to reach a low similarity score). The two variables of « and
£ in Equation 3.2 are design parameters used to control the height and width of
the Gaussian kernel and can be selected based on the application based on a desired
similarity score for when a residual reaches a threshold. In our case, these parameters
were chosen so that the function yields a similarity score of 1 for residuals that are 2
standard deviation away from the mean (7}) and points that are farther would have
a similarity score of < 1. This design constraint resulted in values of & = 10 and
8 =0.6.

Given a;y, a; i, we use Equation 3.3 to describe the similarity of the points to each

other (s; ;) as follows:

Sijk = Qik-Qjk (33)

Using Equation 3.3, similarity of two points would be highest only when both points
have a high similarity score to the line (small distance, small prediction residual). In

turn, the similarity score of two points would be lower if only one point has a high
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similarity score to the line and it would be lowest when both point are far from the

line.

Calculating the Affinity Matrix

From Equation 3.3, we can build the an affinity matrix Sg := (s;,x). Next, we
average all affinity matrices over K iterations to build the final affinity matrix as
described in Equation 3.4. The obtained affinity matrix is then used for clustering as

detailed in the next section.

_ ZkK:1 Sk
§ = = (3.4)

3.2.2 Clustering

Several methods exist for clustering an affinity matrix and among these we picked
spectral clustering. After obtaining the affinity matrix which describes the similarity
of samples to each other, we use spectral clustering to obtain clusters of samples.
Clustering allows us to create groups of samples that are similar to each other as
defined by Equation 3.3. If these are any linear relationships between the input and
the response for a group of samples, we expect that it would be shown in the obtained

clusters.

Spectral clustering algorithm requires the number of clusters to be defined before
performing clustering. To estimate the number of clusters, we first assume that there
are n clusters in a data set. For each cluster we define a within-to-between scatter

ratio:

Median(Withing,)

= . 3.5
Hcs Median(Betweenc,) (38:5)

Equation (3.5) is the ration of the similarity of data points within a given cluster
(within cluster similarity) to similarity of the data points within that cluster to all
data points outside the given cluster (between cluster similarity). In Equation 3.5, we

use the median similarity scores between the data points assigned to the same cluster
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to estimate the ”within cluster similarity” (Median(Withing,)); similarly, we use
the median similarity score among the points within the cluster and points outside
of that cluster to estimate the ”"between cluster similarity” (Median(Betweenc,)).
We chose to represent the within and between cluster similarities with the median
measurement since we did not want to make assumptions about the distribution of
the score and the median is considered a robust measurement to represent the data
even under skewed conditions. The ratio in Equation 3.5 increases as the data points
in a cluster become more similar to each other and/or dissimilar (low similarity score)

to data points outside their cluster.

Since it is desired to obtain differentiated clusters, we seek to find the best number
of clusters (n) to maximize Equation 3.5 for all clusters. To account for clusters with

different number of points, we use the following:

& N,
by = ZMCQ'TC;’ (3.6)
6=1

where N¢, is the number of samples in cluster  and Ny is the total number of samples
in the data set.

Equation 3.6 uses the weighted average of all individual cluster scores obtained from
Equation 3.5 to build a score for when the clustering is performed at a defined number
of clusters. The weight of each score (1¢,) in Equation 3.6 is based on the number of
samples within a cluster since we value larger clusters more than clusters with fewer
samples. Large sample size in a cluster is an indication of its generalizability in the

entire data set.

In summary, the number of clusters is obtained as follows: cluster the samples multiple
times where each time the clustering is performed at a different number of clusters
(e.g., 2 to 10 clusters); use the labels from each clustering and the affinity matrix to
calculate a ratio of within to between cluster affinity for each cluster as defined by
Equation 3.5; then, calculate the weighted average scores of these ratios as defined
in Equation 3.6 for each time the pipeline is initialized with a different number of
clusters; Last, compare the scatter ratios for different number of clusters (¢ to ¢10)
and use the first local maximum score as an estimation for the total number of
clusters in a given data set. We choose the first local maximum as opposed to the

maximum score since the ratio in Equation 3.6 can artificially increase for high number
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of clusters. By increasing the number of clusters we expect to see smaller clusters
with higher within to between similarity scores(best case is when every point is its
own cluster since the similarity of a point to itself is the highest). The process is

summarized in Figure 3.3.

Estimating the number of
, ———— . -

/ clusters \

{ « Take the affinity matrix as input \

A 4

Cluster samples by spectral clustering into ”K”
clusters

A 4

Repeat Calculated the scatter ratio for each cluster

A 4

Calculate the weighted average of all scatter
ratios based on cluster size

Stop if the optimal condition is met

\ /
~ v

Figure 3.3: Overview of the process for estimating the number of clusters.

3.3 Performance Evaluation

3.3.1 Known Labels

We use the adjusted rand index (ARI) [61] to measure the performance of a clustering
algorithm if the data has known labels (clusters are known prior to clustering). An

ARI score of +1 means the expected labels match the predicted labels from the
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pipeline perfectly and a score of 0 suggests that the agreement between points as
defined by predicted labels are not different from the agreement between points as
defined by randomly picked labels [61].

3.3.2 Unknown Labels

The previous sections described the B-RC pipeline for discovering multiple types of
association in samples of data. In the remaining of this section, we discuss method
that can be used to determine the significance of the obtained clusters when the true

labels are unknown.

Assume that the data points for a given Y = f(X) relationship are clustered into
n clusters; where Y is a response and X is an input (feature). The first goal is to
understand how different this clustering is compared to random grouping of the data
points. To evaluate if the discovered clustering is significantly different than chance,
we propose a permutation test to compare the scatter ratio obtained from the data
to that obtained by chance. To this end, we proposed two methods based on how
”chance” is defined (Sections 3.3.2 and 3.3.3). Second, if the clustering is significantly
different (p < 0.05) from chance, we would like to know if clusters are characterized

by a significant linear correlation between X and Y (Section 3.3.4).

Permutation Test

To this end, we build a distribution of random ¢,, scores at different levels of n and
compare the ¢ score from the pipeline to the distribution to calculate a p-value for a

give clustering on X.

To create the random distribution, we randomize the relation between the feature
vector (X) and the response vector (y) by permuting the feature vector to create
another feature vector X’. Next, we perform clustering on (X', Y") via the proposed
pipeline: use the permuted feature to compute S; (Equation 3.4). We repeat this
procedure ¢ times with different permutations of the original feature (1 < i < t)
to obtain the set § = {87, ..., S}}. Finally, for a given number of clusters (n) we
will perform spectral clustering on all §; € S’ and use the ¢/, ; values to build a

distribution of random scatter scores (¢} ). This method has the advantage that it
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does not make any assumptions about the distribution of the response and feature

vectors. We use the following equation to obtain a significance p-value for ¢,,:

p=> [¢hi> ol (3.7)

i=1

All generated p-values from this step are corrected for false discovery (FDR) using
the Benjamini-Hochberg method [16].

3.3.3 Random Inputs

In this section, we describe how a randomly generated data set can be used in the same
manner as section 3.3.2 to compare the performance of a clustering against clustering
to random data with a pre-defined distribution. Given a random data set (X', Y”)
we perform the same steps as in section 3.3.2 to obtain a set of affinity matrices (S”)
based on random data and build a random scatter score distribution (¢/,). Then,
we can use Equation 3.7 to calculate a p-value that describes how significant is the
difference between a given clustering score (¢,) compared to a clustering with the
same number of clusters (n) on randomly generated data. In this study we used
uniform distributions to build our random data set. We only report the results from
this test to compliment to results from section 3.3.2 since we do not know the true
distribution of our real world data. As before, the generated p-values from this step

are FDR-corrected using the Benjamini-Hochberg method in [16].

3.3.4 Testing Significance of Associations

This section explains the procedure of understanding which clusters contain significant
linear correlations after detection of a significant clustering (p < 0.05 form Section
3.3.2). To do this, we perform a two-step process to determine 1) if the variance in
identified cluster can be explained by a linear model as measured by R? and 2) the

type and strength of the linear correlation between the feature and the response.
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Adjusted R?

We use data within each cluster to perform an ordinary least squares (OLS) regression
and obtain the "cluster’s adjusted R*”. This R? measure is calculated using the
predicted response values (Y¢,) and the true response values (Yg,) for samples in
cluster 6. This allows us to understand how much of the variance in the cluster can

be explained by a linear regressor. [71].

Type of correlation

If the obtained Adj.R? is above the threshold of 0.3, we will use the coefficient value
in the OLS model as an estimate of the correlation strength between the input the
response as explained by the samples of that specific cluster. We consider a linear
correlation to be strong when the correlation coefficient is R > 0.5 (since 0 < R <1
where the value of 1 represents a prefect correlation and the value of 0 represents no
correlation [71]). For linear models, coefficient of determination (R?) is equivalent to
square of the coefficient of correlation; hence the R? threshold of [(0.5)?] = 0.3.



Chapter 4

Data Sets

4.1 Chapter Overview

This chapter describes the data sets used to demonstrate the function of the B-RC
algorithm. First, we use a simulated data set to validate the algorithm and examine
the effect of algorithm parameters (section 4.2). Second, we use a data set from the
Province of Ontario Neurodevelopmental Disorders (POND) Network to illustrate

how the algorithm can help in discovering brain-behaviour associations (section 4.3).

4.2 Simulated Data

We created a set of simulated data to validate the proposed algorithm. The purpose of
this set is to quantify the behaviour of the B-RC algorithm on a set with known cluster

labels, and to explore the effect of algorithm parameters on clustering performance.

Our simulated data set contained 6 clustering scenarios shown in Figure 4.1. These
cases were designed to contain similar types as associations reported in previous neu-
rodevelopmental studies; we designed the clusters to have positive and negative linear
relationships to the response which are inspired by reports of increase or decrease in
certain regions of the brain as we described in chapter 2. We considered cases with
2 or 3 clusters based on previous literature reports that have examined clustering in
ASD disorders [60, 40].

27
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Figure 4.1: Six distinct patterns were used to generate the simulated data sets.

To examine the effect of cluster size, we examined two variations of each of the
six cases above where the portion of samples contained in each cluster were varied
(number of samples in two-cluster cases: (50, 50), (50, 25); number of samples in
three-cluster cases: (50, 50, 50), (50, 35, 20)). Examples of these sets are shown in
Figure 4.2. We chose these sampling sizes so that the total number of samples be
close to the actual size of our real world data set (171 samples); we picked the smallest
cluster sizes be close to 20 samples since of the smallest found in a previous cluster
analysis in ASD was 19 samples [60]. We did not consider other constraints and the

rest were picked arbitrary.

We also varied the distribution of points within each cluster. We randomly sam-
pled one cluster from the Gaussian distribution and one cluster from the uniform
distribution for cases with 2 clusters; cases with 3 clusters have one cluster that is
sampled from the Gaussian distribution and two clusters that are sampled from a uni-
form distribution. For example, if a cluster is randomly sampled from the Gaussian
distribution, it means that the response for the points in that cluster are randomly
picked from a Gaussian distribution. Since we do not know the actual population

distribution of our real world data, we used the two commonly known distributions
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Figure 4.2: Proportion of number of samples in each cluster was varied to generated
additional simulated sets.

of Gaussian and uniform. The simulated features were normalized to have zero mean
and unit variance since the real world data are also preprocessed in the same manner.

We will describe the real world preprocessing in a future section.

Finally, to examine the effect of noise on algorithm performance, we considered the
above cases under three noise ratios: namely, 0%, 25% and 50%. This was simulated
by adding uniformly distributed random noise with the specified power to the base
cases. Examples of sets with different noise ratios are shown in Figure 4.3. For
example, 25% noise in a data set means that 25% of the entire samples size is consisted

of random points. In this report, we sometimes refer to noise as ”outlier rate”.
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Figure 4.3: Test cases with three different outlier rates were considered.

We also defined a vector of true labels for each set such that points belonging to the
same cluster share the same label. Additionally, noise is defined as a separate cluster
and all added random points shared a similar label in data sets with noise rate of
greater than 0%. The above variations produced a total of 36 simulated test sets.

Table 4.1 provides details of each case.

‘ 2 Clusters ‘ 3 Clusters
Number of samples per clus- | (50, 50), (50, 25) (50, 50, 50), (50, 35, 20)
ter
Cluster distribution (Uniform, Gaussian) | (Uniform, Gaussian, Uni-
form)
Noise 0%, 25%, 50% 0%, 25%, 50%

Table 4.1: Simulated Data Characteristics

4.3 POND Data

The second data used to illustrate the performance of the B-RC algorithm included
brain-behaviour data from a subset of participants who took part in POND Net-
work studies. POND is a research collaboration among multiple centres in Ontario,
Canada, aimed at characterizing a sample of children with neurodevelopmental disor-
ders on several measures ranging from genetics to neuroimaging to various phenotypic

measures.
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4.3.1 Participants

Data from a sample of 171 participants from POND were used for this study. The
included participants were 5-20 years old, had sufficient English comprehension to
complete the testing protocols, and did not have contraindications for MRI. Partic-
ipants were recruited through and tested at Holland Bloorview Kids Rehabilitation
Hospital and the Hospital for Sick Children. A primary diagnosis of ASD or ADHD
was required for inclusion in our data set. Diagnoses for the ASD groups was sup-
ported by the Autism Diagnostic Observation Schedule-2 (ADOS) and the Autism
Diagnostic InterviewRevised (ADI-R). ADHD diagnosis was supported by the Kiddie-
Schedule for Affective Disorders and Schizophrenia (K-SADS) and the Parent Inter-
view for Child Symptoms (PICS). Participants with missing imaging or behavioural
data were excluded from the analyses. Participants needed to have answered all items

in the Social Communication Questionnaire (SCQ) to be included in the study.

The research ethics boards at Holland Bloorview Kids Rehabilitation Hospital and
the Hospital for Sick Children approved the study. Participants who had capacity to
consent provided informed consent. For others, consent was obtained from guardians

and assent was obtained from the participants. Participants characteristics is reported
in Table 4.2.

| ASD(n=121)] ADHD(n=>50) Total(n=171)

Age 11.90 £3.58 | 10.83 +2.34 | 11.59 £ 3.30

Sex (M:F) 98 : 23 42 : 8 140 : 31

Full-scale IQ | 91.16 + | 98.78 + | 93.01 +
24.52 16.65 23.04
(n=115) (n=37) (n=152)

SCQ Total 19.86 £ 7.71 | 8.20 £ 5.58 | 16.45 £ 8.90

SCQ 13.21£6.07 | 5.80 =4.60 | 11.05+£6.60

Soc/Com

SCQ RRB 513+2.13 | 1.74+£1.86 | 4.14 + 2.57

Table 4.2: Characteristics of Participants

4.3.2 Measures

The utility of the proposed algorithm was demonstrated by examining brain-behaviour

associations across the two diagnostic groups of ASD and ADHD. In particular, we



CHAPTER 4. DATA SETS 32

considered the association between symptom severity in the social communication

domain and cortical measures of volume, surface area, and thickness.

Social Communication Measure

We used the Social Communication Questionnaire (SCQ) - Life Time, to quantify
symptom severity in the social communication domain. The SCQ is a dimensional
measure of ASD symptomatology for individuals over 4 years of age. The SCQ is a
parent /caregiver questionnaire and consists of 40 yes/no questions probing ASD-like
symptomatology. This questions can be grouped into three categories of reciprocal
social Interaction, communication, and restricted, repetitive, and stereotyped be-
haviours [106]. For this study, We used the sum of the scores across the social (15
items) and communication (13 items) domains (Figure 4.4). The SCQ has been shown
to have good psychometric properties (internal consistency: .84-0.93, strong correla-
tion with the autism diagnostic interview total score, high discriminative validity
[106]).

SCQ
[
v V%
. Restricted
Social .
. Repetitive
Communication .
Behaviour
[
\V V%

Social

. Communication
Interactions

15 Questions 13 Questions

Figure 4.4: The SCQ score break down for the proposed analyses.
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Imaging Data

Structural MRI data was acquired for all participants at the Hospital for Sick Children
(Toronto, Canada). The majority of scans (n=134) were captured using a 3-Tesla
Siemens Trio TIM scanner and the remaining scans (n=37) were obtained from a

Siemens Prisma scanner after a scanner upgrade in June of 2016.

All images were processed with the fully automated CIVET pipeline (version 2.1.0)
[134, 1]. The Montreal Neurologic Institute (MNI ICBM152 - version 2009) template
was used as target surface registration. Brain tissues were classified to white matter
(WM), gray matter (GM) and cerebrospinal fluid (CSF) based on T1-weighted images.
A surface diffusion kernel was applied and the images were mapped to the automated
anatomical labelling atlas (AAL). Cortical thickness was measured as the distance
between WM and GM surfaces; the area and volume are vertex-based measurements
from the local variations in area/volume contraction and expansion [17]. Scans were
quality controlled (QC) for motion artifacts and vetted by the CIVET’s QC pipeline.

Flagged scans were manually reviewed by an expert and excluded if needed.

This procedure results in 76 cortical regions. Corticometric, morphometric and vol-
umetric features were calculated for every region (total=228) and used as inputs to

the analysis pipeline.

We statistically corrected features for age, sex, scanner effects, and total gray matter
volume prior to analysis [60]. We further mean centered and standardized each brain

region. The overall process used to obtain the brain data is outlined in Figure 4.5.
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Figure 4.5: Brain measures for the proposed analyses.
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Chapter 5

Results

5.1 Chapter Overview

This chapter details the results of the experiments performed to evaluate the proposed
B-RC algorithm. Section 5.2 provides results of experiments on simulated data, and
section 5.4 illustrates how the proposed method can be applied to discover brain-

behaviour associations using data from POND.

5.2 Simulated Data

This section details the results of the proposed regression clustering pipeline on simu-
lated data outlined in the previous chapter. To this end, we evaluated the performance
of the algorithm on the six cases discussed previously, and examined the algorithm’s
sensitivity to choices of parameters and noise conditions. Lastly, examples illustrat-
ing cases where the algorithm performed well and cases that it failed to identify the
correct clusters are presented. We study each case (base cases illustrated in Figure
4.1) separately where the predictor is uni-dimensional and it is possible to visualize

the results in a 2-dimensional space.

Given that the number of iterations the algorithm can be run is limited by compu-
tation time, we set the number of iterations (K) to 100,000 and we repeated each

experiment 10 times to characterize performance variability. Each run provided us
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with an affinity matrix and scatter score (¢,) estimation for different number of ini-
tialized clusters. The number of clusters are estimated using the average of these
scatter scores. The obtained affinity matrices from theses runs were averaged to per-
form spectral clustering using the estimated number of clusters. The predicted labels
obtained from spectral clustering were compared with true labels to calculate an ARI

score for each experiment.

5.2.1 Sensitivity to Bag Size

In this section, we characterize the effect of bag size on performance of the B-RC
algorithm. The bag size refers to the number of samples chosen in each bag at
each iteration of the algorithm. Bag sizes of 5%, 33% and 63.2% were chosen for
these experiments. We picked this range of bag size to examine the algorithm on
relatively small, medium, and large bagging rates. We based the smallest bag size on
the smallest simulated data set with 75 samples and the constraint of the minimum
sample set (MSS) from the RANSAC algorithm. The latter (63.2%) is commonly used
in bagging as this bag size increases the odds of selecting at least one sample from
each of the clusters [24]. This guarantee, however, is not significant for the proposed
algorithm since having multiple points from the same cluster does not ensure that
the RANSAC regressor would find that cluster.

Figure 5.1 shows the effect of bag size on the ARI scores at different noise levels. As
seen, the algorithm can be sensitive to the choice of bag size and the bagging rate of

5% out performed higher rates in majority of the comparisons.

We observe that at 0% noise level and 5% bag size (Figure 5.1a), almost all cases
(except for case 5) show a high ARI score (> 0.9) and the number of cases with lower
ARI scores increases as the bag size increases. These cases include cases 1 and 5 for
33% bag size and cases 1, 3, 4 and 5 for 63.2%.

This observation also holds true when looking at 25% noise level (Figure 5.1b); the
number of cases with ARI scores of higher than 0.5 drops as the bag size increases.
These include cases 3 and 5 at 5%, cases 1, 3, 4, 5 at 33% and almost all cases (except
for case 2) at 63.2%. The proposed pipeline obtains low ARI scores on all data sets

at the noise level of 50% as shown in Figure 5.1c.

Of the several cases tested, in one case (Case 2 in Figure 5.1c¢) the bag sizes of 33%
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and 63.2% resulted in higher ARI scores compared to a 5% rate. We further examined
the clustering visualizations of these cases (Figures 5.8c and 5.8d) for 33% and 63.2%

bagging rate with Figure 5.2). The comparison shows that in this instance bag sizes

of 33% and 63.2% outperform the 5%.
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Figure 5.1: Effect of bag size on algorithm performance.
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5.2.2 Algorithm Sensitivity To Different Noise Levels

This section characterizes the effect of noise on the proposed algorithm’s performance.
As we discussed before, the noise level determines the amount of random data in a

simulated set compared to the true data. Figure 5.3 shows the results of the algorithm

at noise levels of 0%, 25% and 50%.
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As expected, the performance of the algorithm degrades with increasing noise, with
the lowest ARIs at noise level of 50% in most of the tested cases. Figure 5.3a shows
that the ARI score drops for all cases as the noise (random points) in the data set
become more prominent. The same observation can be made about Figures 5.3b and

5.3¢ at 33% and 63.2% bag sizes.
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Figure 5.3: Effect of noise on algorithm performance.

5.2.3 Detecting Variable Size Clusters

In this section, we examine the performance of the algorithm when the number of
points in different clusters is different. To this end, the ARI values for the unbalanced
data set described in chapter 4 are reported. The bag size is set to 5% for the

experiments in this section.

Figure 5.4 shows the ARI results for balanced and unbalanced clusters for noise levels
of 0%, 25% and 50%. As seen, the effect of cluster balance seems to vary across cases.
For example, for the no noise condition (Figure 5.4a), unbalanced clusters resulted in
decreased ARI for two cases (4,6), increased ARI for one case (5), and no change for

three cases (1,2,3). The effect also seem to vary depending on the noise level.
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Figure 5.4: Effect of cluster balance on performance. Results provided for bag size
set to 5% of points.

We can observe that in Figure 5.4a cases 4 and 6 obtained a lower ARI scores on
the unbalanced cluster condition while the clustering performance in case 5 improves
under uneven cluster conditions. The results were mixed for higher noise levels as
illustrated in Figures 5.4b and 5.4c.

Although the algorithm performance was generally better for cases with balanced
clusters, there were instances (eg. case 5 in Figures 5.4a ,5.4b and 5.4c) that the

proposed algorithm obtained a higher ARI score for cases with unbalanced clusters.

We further investigated these results by looking at the actual clusters; the most
prominent differentiating factor was the estimated number of clusters. Figure 5.5
shows the differentiation in the number of clusters and the obtained clusters for
case 5. The experiment in Figure 5.4 suggest that sensitivity in number of clusters
estimation could be an important factor in the performance of the overall system. In

the next section, we investigate the number of clusters estimation.
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Figure 5.5: Illustration of Case 5 with 5% bag size

5.2.4 Scatter Scores

As discussed in chapter 3, we use Equation 3.6 to estimate the number of clusters in
a data set. In this section, we examine the accuracy of this method for determining

the number of clusters using our simulated data set.

Figures 5.6 and 5.7 show the proposed scatter ratio for each of the simulated cases
at different noise levels and cluster balance conditions. For each case, the bag size
was set to 5% of the data. In particular, Figure 5.6 demonstrates the result for cases
with 2 clusters and Figure 5.6 includes the results for cases with 3 clusters. Note that
the results are based on 10 runs of the pipeline, allowing the estimation of confidence
intervals around each scatter line. As seen in Figures 5.6 and 5.7, out of the 36 scatter
score lines, we can observe that the first local maximum occurs at the correct number

of clusters 19 times. Additionally, in 10 instances the estimated number of clusters
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falls within 4+1 of the actual number of clusters. The algorithm fails to detect the

correct number of clusters 7 times (Nestimated > Mactual + 2 OF Nestimated < Nactual — 2)-

In some instances such as case 3 in Figures 5.6e and 5.6f (first local maximum at
2 clusters) our expectations were met for different noise levels and balanced and
unbalanced clusters. Although there were cases that showed mixed results such as
case 1 in Figures 5.6a and 5.6b (expected first local maximum at 2 clusters) and case 4
in Figures 5.7a and 5.7b (expected first local maximum at 3 clusters), we can observe
that the scatter scores (¢,) become frailer as noise increases. Additionally, case 6 in
Figures 5.7e and 5.7f we can observe that the same scatter scores also become weaker

when we compare balanced cluster to unbalanced sets.
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Figure 5.7: The scatter ratios under different conditions in sets with 3 clusters

5.2.5 Clustering Result Illustrations

In this section, we include example visualizations of clustering results to better ex-

plain demonstrate how the proposed pipeline works. Examples from both successful

and unsuccessful cases are chosen to highlight the strengths and weaknesses of the

algorithm.

Examples of successful clustering

Figure 5.8 illustrates example of cases where the algorithm successfully recovered data

clusters. Figures 5.8a and 5.8b demonstrate retrieval of 2 and 3 clusters under similar
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conditions of 0% noise and 5% bag size for balanced and unbalanced clusters. On
the other hand, Figures 5.8c and 5.8d show retrieval of two clusters using bag sizes of
33% and 63.2% when the clusters are balanced and 50% of the data set is consisted

of random points.
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Figure 5.8: Successful Clustering Illustrations

Examples of unsuccessful clustering

Figure 5.9 visualizes examples where the proposed pipeline fails to recover the data
clusters. Figures 5.9a and 5.9b are example cases with 50% noise and bag size of 5%
when the clusters are unbalanced. Figures 5.9¢ and 5.9d illustrate failed cases at 0%

noise level, 5% bagging rate for 3 unbalanced and balanced clusters respectively.

5.3 Method Comparison

We compared the performance of B-RC to RansaCov [80, 79] on simulated data
with balanced clusters. B-RC bag size was set to 5% and ran for 100,000 iterations.
RansaCov’s threshold (threshold for detecting inliers) was empirically optimized on

case 1 at 0% noise and kept the same in all experiments (similar approach to [80]).
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Figure 5.9: Failed Clustering Illustrations

Both methods automatically estimated the number of clusters (B-RC: explained in
section 3.2.2 and RansaCov: ”Set Cover” approach explained in [79]). Our method
performed better (as measured by adjusted rand index (ARI)) under the tested sce-

narios as shown in Tables 5.1 and 5.2.

0% noise ‘ Case 1 ‘ Case 2 ‘ Case 3 ‘ Case 4 ‘ Case 5 ‘ Case 6
B-RC 1 1 1 1 0.52 0.96
RansaCov 1 0.88 0.73 0.74 0.78 0.65

Table 5.1: Performance Comparison at 0% noise on balanced clusters

25% noise ‘ Case 1 ‘ Case 2 ‘ Case 3 ‘ Case 4 ‘ Case 5 ‘ Case 6

B-RC 0.56 0.73 0.41 0.58 0.30 0.57
RansaCov 0.14 0.27 0.15 0.35 0.22 0.18

Table 5.2: Performance Comparison at 25% noise on balanced clusters
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5.4 POND Data

In this section, we report on the results of applying the proposed pipeline to the
POND data set described in Chapter 4. Each of the 228 brain features were run
individually through the pipeline.

As with the simulated set, we ran each feature 10 times (each for 100,000 iterations
- K) through the pipeline. Each run provided us with an affinity matrix and scatter
score (¢,) estimation for different number of initialized clusters. The number of
clusters are estimated using the average of these scatter scores. We averaged the
obtained affinity matrices from theses runs to perform spectral clustering using the
estimated number of clusters. The results reported in the remainder of this section
are generated using 5% for the bag size. We picked the 5% bag size because of the

obtained results on simulated data.

5.4.1 Significant Brain Regions

We used the concept of permutation importance to determine which of the brain
features results in significant clusters [3]. To this end, we compared the optimum
¢n, score (¢, score for the estimated number of clusters) of each feature to a distri-
bution of 2280 ¢/, scores obtained from randomly permuted features. We permuted
each brain feature 10 times (for 100,000 iterations each) then calculated an affin-
ity matrix for each which resulted in 2280 random affinity matrices. We performed
spectral clustering using 2 to 10 initialized clusters which resulted in 9 random ¢’
score distributions. We examined the optimum ¢, score of each feature against the
corresponding (obtained from the same number of clusters as the feature) random ¢/,

score distribution.

Additionally, we ran 100 randomly generated features through the pipeline which
provided us with random ¢’ score distribution. The affinity matrices were averaged
over 10 runs (100,000 iterations at each run) for each feature; each affinity matrix
generated 9 different ¢’ scores at different number of clusters. We examined the brain
¢n, scores to these random ¢/, score distribution. The comparison of the ¢, scores
provided us with an additional significance measure. This measure is reported as
complimentary consideration to previous permutation test results. For more details

on these significant tests please visit chapter 3.3.2.
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Of the 228 brain features, 12 had scatter ratios that were significantly different than
chance after FDR correction as determined by the permutation test and contained
clusters with Adj.R? > 0.3. Table 5.3 shows a list of these features. Of the 12
significant features, 4 were surface area features, 6 were cortical volume features, and

2 were cortical thickness features.

‘ Feature ‘ Regions ‘ On ‘ Adj. p
1 | Lobe Area Left Middle Frontal Gyrus 5.6243 | 0.0429
2 | Lobe Area Left Precuneus™ 6.1461 | 0.0000
3 | Lobe Area Right Inferior Frontal Gyrus Triangular | 5.3737 | 0.0000
part
4 | Lobe Area Right Insula 5.8284 | 0.0200
5 | Lobe Volume | Left Inferior Occipital Gyrus* 6.1566 | 0.0200
6 | Lobe Volume | Right Gyrus Rectus* 5.7259 | 0.0000
7 | Lobe Volume | Right Inferior Frontal Gyrus Orbital part* | 6.2704 | 0.0000
8 | Lobe Volume | Right Lingual Gyrus* 5.5909 | 0.0200
9 | Lobe Volume | Right Heschl Gyrus* 6.3542 | 0.0000
10| Lobe Volume | Right Anterior Cingulate and Paracingu- | 6.1364 | 0.0200
late Gyri*
11| Lobe Thick- | Left Calcarine Fissure and surrounding | 5.5804 | 0.0429
ness Cortex
12| Lobe Thick- | Right Anterior Cingulate and Paracingu- | 5.9995 | 0.0333
ness late Gyri

Table 5.3: Brain regions with significant brain-behaviour correlates (*also had adj.
p < 0.01 when compared to randomly generated data)

5.4.2 Cluster characteristics

For each significant features, cluster characteristics were examine by fitting a tradi-
tional linear model to the points in that cluster. We also characterized the clusters
based on SCQ scores, 1Q scores, and proportion of diagnostic labels within each

cluster.

We performed OLS (ordinary least square) regression analysis on each of the identified
clusters to identify the robustness and significance of each cluster compared to other
clusters found in a single brain region. We report on 4 different statistics of each
cluster. First, the population of each cluster which is the number of samples assigned
to a specific cluster. Second, the cluster adj. R? which is obtained from an OLS

analysis and describes the variance explained in the response by the input. Third,
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the coefficient of the input from the OLS analysis which is an indicator of the type
of response-input relations as well as its strength. Please visit chapter 3 for greater
details on these measurements. The measurements are reported in Figures 5.10h,
5.11h, 5.12h, 5.13h, 5.14h, 5.15h, 5.16h, 5.17h, 5.18h, 5.19h, 5.20h, 5.21h. The number
of discovered clusters ranged from 4 to 9 (2 to 7 clusters with adj. R? of higher than
0.3) and the majority of the discovered clusters did not align with diagnostic labels.
There was no effect of FSIQ between any of the cluster, but in some regions there was
an effect of between the SCQ scores which is included in the description of results
for each region. We used the Kruskal-Wallis [68] to determine group effects and the
MannWhitney [81] to test pairwise analysis and corrected for multiple comparisons

by the Bonferroni criteria [21].
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Figure 5.10 shows a summary of the identified clusters in the area of the left middle
frontal gyrus. There are 2 clusters (# 2&4) with Adj. R? of greater than 0.3. There

are no significant effects between the SCQ scores of clusters 2 and 4.
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Figure 5.10: Cluster Characteristics in Lobe Area Left Middle Frontal Gyrus
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Figure 5.11 shows a summary of the identified clusters in the area of the left precuneus.
There are 4 clusters (# 1,3,5&6) with Adj. R? of greater than 0.3. Clusters 3 and 6
have significantly (p < 0.001) different total SCQ scores.
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Figure 5.12 shows a summary of the identified clusters in the area of the right inferior
frontal gyrus. There are 2 clusters (# 3&4) with Adj. R? of greater than 0.3. There

are no significant effects between the SCQ scores of clusters 3 and 4.
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Figure 5.13 shows a summary of the identified clusters in the area of the right insula.
There are 3 clusters (# 1&2&5) with Adj. R? of greater than 0.3. All three clusters
were significantly different from each other (p < 0.01) in the three report categories

of the SCQ score (except for the clusters 1&5 in restricted repetitive behaviour sub

score of the SCQ).
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Figure 5.14 shows a summary of the identified clusters in the volume of the left inferior
occipital gyrus. There are 5 clusters (# 2,5,7,8&9) with Adj. R? of greater than 0.3.
Clusters 2 and 5 were significantly different (p < 0.001) from clusters 5,7,8&9 and
2,7,8&9 in total SCQ scores and the social communication sub scores. Clusters 2
and 9 had also significantly (p < 0.001) different restricted repetitive behaviour sub

scores.
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Figure 5.14: Cluster Characteristics in Lobe Volume Left Inferior Occipital Gyrus

Figure 5.15 shows a summary of the identified clusters in the volume of the right
gyrus rectus. There are 5 clusters (# 1,2,3,4&6) with Adj. R? of greater than 0.3.
Total SCQ scores were significantly (p < 0.001) between cluster 6 and clustes 1,2,3&4;

additionally clusters 2

and 4 were different from clusters 3 and 1. There were also
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significant effects between the groups in social communication sub scores; cluster 6
was significantly different from clusters 4,2&1; clusters 4 and 2 were significantly
different from clusters 3 and 1; clusters 1 and 3 were also significantly different from

each other. There were no significant effects in the restricted repetitive behaviour sub

scores.
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Figure 5.16 shows a summary of the identified clusters in the volume of the right
inferior frontal gyrus orbital part. There are 5 clusters (# 1,2,3,6&7) with Adj. R?
of greater than 0.3. Cluster 3 was significantly (p < 0.001) different from clusters 1
and 2 in the total SCQ score and the social communication sub score. Furthermore,

cluster 7 was significantly different from cluster 1 in social communication sub score.
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Figure 5.17 shows a summary of the identified clusters in the volume of the right right
lingual gyrus. There are 5 clusters (# 1,2,4,5&6) with Adj. R? of greater than 0.3.
Cluster 4 had significantly (p < 0.001) different total SCO and social communication
sub scores from clusters 1,2,5&6. Additionally, cluster 6 was significantly different
from clusters 2&5 in total SCQ and social communication sub scores. Clusters 4 and

2 were different in restricted repetitive behaviour sub score.
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Figure 5.18 shows a summary of the identified clusters in the volume of the right
heschl gyrus. There are 5 clusters (# 1,2,4,5&6) with Adj. R? of greater than 0.3.
In total SCQ and social communication sub scores, cluster 1 and 2 were significantly
different (p < 0.001) from each other; clusters 5 and 6 were different from clusters
1,2&4. Cluster 1 and 5 were significantly different in restrictive repetitive behaviour

sub scores.
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Figure 5.18: Cluster Characteristics in Lobe Volume Right Heschl Gyrus

Figure 5.19 shows a summary of the identified clusters in the volume of the right
anterior cingulate and paracingulate gyri. There are 5 clusters (# 1,3,5,7&9) with
Adj. R? of greater than 0.3. In total SCQ and social communication sub scores,
cluster 7 and 9 were significantly different (p < 0.001) from each other; cluster 3 was
different from clusters 1,5,7&9.
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(h) Cluster Statistics in Lobe Volume Right Anterior Cingulate and Paracingulate Gyri

Figure 5.19: Cluster Characteristics in Lobe Volume Right Anterior Cingulate and

Paracingulate Gyri

Figure 5.20 shows a summary of the identified clusters from the cortical thickness

of the left calcarine fissure and surrounding cortex. There are 3 clusters (# 1,2&5)

with Adj. R? of greater than 0.3. In total SCQ and social communication sub scores,
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cluster 1 was significantly different (p < 0.01) from clusters 2 and 5. Additionally,

cluster 2 was different from cluster 5 in social communication sub score.
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Figure 5.21 shows a summary of the identified clusters from the cortical thickness
of the right anterior cingulate and paracingulate gyri. There are 7 clusters (#
1,4,5,6,7,8&9) with Adj. R? of greater than 0.3. In total SCQ and social commu-
nication sub scores, clusters 5, 6 and 7 were significantly different (p < 0.001) from
clusters 1,4,8&9; cluster 4 was also different from clusters 1,8&9. Additionally, clus-
ter 1 was different from clusters 4,5&7 in restrictive repetitive behaviour sub score;

cluster 7 was also different from clusters 8 and 9.
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(h) Cluster Statistics in Lobe Thickness Right Anterior Cingulate and Paracingulate Gyri

Figure 5.21: Cluster Characteristics in Lobe Thickness Right Anterior Cingulate and

Paracingulate Gyri



Chapter 6

Discussion

6.1 Chapter Overview

We start by discussing the proposed B-RC algorithm in section 6.2. The findings on

simulated and real word data are discussed in sections 6.3 and 6.4 respectively.

6.2 The B-RC Algorithm

In this thesis, we proposed a new regression clustering algorithm, the B-RC algorithm.
The algorithm is novel in two ways: first, we build on the concept of bagging to explore
the existence of linear correlations using a limited portion of the data set and see if
there are other samples in the data set that can be explained by the same correlation
pattern. Second, we propose a novel approach to characterize similarity between
two points based on their relative distance to a regression line. This enables us to
allow for the possibility of multiple regression lines in the data and allows us to build
affinity matrices that can be used for clustering. This approach is advantageous when
examining brain-behaviour relationships because as we discussed in 2 this relationship
can be consisted of multiple subtypes with distinct brain-behaviour co relates where

a single regression line may not be able to explain the entire data set.

We built on the concept of bagging to see subtypes and multiple relations compared

to traditional regression methods. Further, we used robust regression models (eg.

63
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RANSAC) which have good performance even in presence of outliers which was not
the case for previous RC algorithms [133, 10]. Additionally, our method provides
insight into the data by introducing a novel way of constructing an affinity matrix
based on regression residuals and we introduced a within-to-between cluster similar-
ity measure to estimate the number of potential clusters. Although in this thesis
we demonstrated the proposed approach using the RANSAC regressor and spectral
clustering models, the algorithm can easily be extended to employ other regression al-
gorithms and affinity based clustering methods. These choices should be made based

on the specific application.

6.3 Algorithm Performance on Simulated Data

We evaluated the proposed algorithm using a simulated data set. Our results showed
high agreement between true cluster labels and those discovered by the proposed
algorithm under low noise levels (ARI: 0.5-1). The algorithm was able to detect the
correct clusters under different cluster balancing conditions (eg. Figures 5.4a and
5.4b). To further understand the behaviour of the proposed method, we examined its

sensitivity to bag size, noise, and cluster balance.

6.3.1 Sensitivity to Bag Size

The bag size enables the discovery of multiple associations. Moreover, it sets the
resolution of the algorithm; meaning, that bag size determines the portion size of the
data set that search for existence of a correlate in a single iteration. In other words,

a small bag size allows for discovering small clusters in the data set.

We examined the performance of the algorithm using bag sizes equal to 5%, 33%
and 63.2% of the sample size. We expected that a small bag size would increase the
chances of identifying the clusters in the data set. This expectation was based on the
following: First, the number of possible combinations (different bags) increase with
bag size until the bag size is approximately half the size of the entire set (using the
binomial coefficients). Second, we can only run the algorithm for a limited number
of iterations that is less that the total possible combinations of data points. Hence,

we believed small bag size would perform better. Additionally, we hypothesized that
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for large bag sizes, the pipeline may fail to identify clusters that are relatively small
compared to the size of other clusters and random noise points. This expectation
was based on the fact that larger bags would be guaranteed to include random noise
points (or points from other clusters) that would make it difficult for the RANSAC
regressor to pick up the smaller clusters in any of the iterations. Based on these

hypotheses we expected the bag size of 5% to perform better than 33% and 63.2%.

Our results were generally consistent with the above hypotheses. However, as noise
increased, we saw a plateau in ARI scores. In this case, since all random points
shared the same label, a small number of agreements between the predicted and true
labels existed, resulting in a constant and low ARI score which is above the absolute

random ARI score of 0.

Our results also suggested that although a small bag size provides the best perfor-
mance in most cases, larger bag sizes can be advantageous in situations with high

noise levels by better preserving the larger clusters.

6.3.2 Sensitivity to Noise

As expected, our results showed that the performance of the proposed algorithm
degrades with increasing noise. As more random points in a set increase, the more
random regressions (regression lines that would suggest actual cluster data points are
similar to other noisy points) would contribute to the similarity matrix, leading to
noisier clusters. Despite the general performance degradation, there were instances
that the algorithm performed well at the highest noise level of 50% (eg. Figure 5.8¢
and 5.8d). In these instances, the algorithm was initialized with bag sizes of 33% and
63.2% which could have helped to identify the clusters. Robustness to noise is an
important factor when dealing with unknown data since the noise level in the data

may not always be a known factor.

6.3.3 Detection of Variable Cluster Sizes

We examined the proposed method’s ability to detect clusters of varying sizes. We
expected for the algorithm to perform better in experiments with balanced clusters

compared to unbalanced sets since all clusters should be represented evenly in the
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affinity matrix (cluster are equally likely to be discovered due to having the same
number of samples). This hypothesis was only partially supported by our results.
Decreased performance for the balance cases seemed related to inaccuracies in esti-

mating the number of clusters (eg. Figure 5.5).

6.3.4 Determining the Number of Clusters

We examined the effectiveness of the scatter score (¢,) proposed in Equation 3.6
for automatically determining the number of clusters. As discussed in chapter 3, we
expected to see a local maximum on the scatter line for the correct number of clusters.
While this was in fact the case for many cases (eg. Figure 5.3a), the scatter ratio was

not effective in identifying the correct number of cluster in some cases (eg. Figure
5.5).

Previous attempts to estimate the number of clusters, most notably the eigenvalue gap
statistic [121, 126], have shown inconsistent performance under different conditions
[28]. Our results suggests that the proposed method for estimating the number of
clusters can be effective in some instances but it is far from perfect. Unfortunately,
there is no perfect way of estimating the number of clusters and we have had to
settle for less than satisfactory results. We recommend that our method is used
as a guideline to visual inspection and other techniques based on the nature of the
application. For example, we saw in chapter 5.2.4 that in a lot of instances (eg. Figure
5.5d) the detected number of clusters is within £1 of the actual number of clusters;

this can be advantageous when combined by visual inspection.

6.3.5 Clustering Result Illustrations

As seen in Figure 5.8, the proposed algorithm is able to recover the original clusters
under various conditions including high noise levels in some instances. As seen in
Figures 5.9a and 5.9b, the algorithm fails to detect the clusters properly in cases with
high noise levels. Figures 5.9c¢ and 5.9d demonstrate that sometimes the algorithm
can also fail to detect the correct clusters in cases with 0% noise which can be due to

incorrect initialization of the number of clusters.
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6.4 Discovering Brain-Behaviour Associations

The analytical approach in ASD and ADHD studies has traditionally focused on find-
ing reduced or increased gray matter in different brain regions that would generalize
to the population of these psychiatric conditions [94]. However, our study suggests the
existence of multiple brain-behaviour correlates that cross the diagnosis boundaries.
In this section, we will go over each of the significant brain regions. Our study sug-
gests that in some groups the social communication deficits could be inversely related

with a specific cortical regions while in some groups this relation can be direct.

6.4.1 Structural Brain Features

The reported regions are broadly involved in social function, social cognition, lan-
guage, perception, speech, attention and emotion processing. Many of these regions
have been previously reported in ASD (eg. middle frontal gyrus [58, 44, 54, 108], in-
ferior frontal gyrus [20, 33, 105, 59, 112, 111, 33, 47, 90, 89], anterior cingulate cortex
[58, 22], insula [65, 37], inferior occipital gyrus [101, 124, 94], heschl gyrus [85, 49, 93],
calcarine fissure and and surrounding cortex [13, 97, 49]), in ADHD (eg. cingulate
[110, 105, 33, 20], inferior frontal cortex [105], anterior cingulate cortex[88], inferior
occipital gyrus [94]) and some have also been frequently reported in social function
studies (eg. precuneus [99], anterior cingulate cortex [119, 65, 27, 18, 99, 41], insula
[119, 65, 27, 18]) In conclusion, our results suggest the existence of multiple brain-
behaviour correlates in these regions and supports the notion that these correlates

may not be diagnostic specific.
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Conclusions

7.1 Chapter Overview

In this chapter we will first review the contributions of this study in section 7.2. Then,

we highlight the limitations of our work and potential future directions in section 7.3.

7.2 Contributions

The contributions of this study can be categorized into technical and exploratory

themes as followed:

e Bagged Regression Clustering (B-RC): We introduced a novel regression
clustering pipeline that is able to perform clusterwise linear regression. We
demonstrated that it can identify clusters when they intersect (intersecting re-
gression lines). Additionally, B-RC was able to identify the clusters when the
data was contaminated with noise (as high as 50% noise in some instances).
We also introduced a novel way of estimating the number of clusters based on

within-to-between similarity scores of an affinity matrix.

e Application of Regression Clustering in Studies of Neurodevelopmen-
tal Disorders: We demonstrated for the first time, the use case of clusterwise

regression analysis in brain-behaviour studies. Our analysis on social functions

68
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in ASD and ADHD suggests the existence of multiple distinct brain-behaviour
correlates where some of the correlates expanded across the traditional diag-
nostic categories and some were diagnostic specific. Our analysis identified 12
potential regions to be related to social difficulties in ASD and ADHD, and
reported the type of relationship (eg. increasing or decreasing) seen in each
cluster. Our results should be interpreted with caution given the limitations of

the proposed algorithm under high-noise cases.

7.3 Directions for Future Work

In this section, we will review the limitations of our work and elaborate on our

thoughts regarding the future direction of this research.

e We only used a single phenotypic measure to quantify behavioural character-
istics. Future work could consider other methods for quantifying symptom

severity scores.

e The sample size used in this study was limited, with a variability across the pop-
ulation of different diagnostic categories. Future replication studies are needed

with larger sample sizes.

e One limitation of the proposed algorithm is considering one response/feature
at a time. There is value in analyzing multiple features at the same time
(consideration of multiple features in regression). For example, in the case of
neurodevelopmental disorders, there could be a network of brain features that
could consist of brain-behaviour correlates. Future studies are needed to explore

brain-behaviour correlates in networks of regions.

e Although the proposed algorithm could find simulated clusters in data set with
outlier points, the performance was inconsistent. Future studies are needed to

improve this aspect.

e One of the requirements of the proposed B-RC algorithm is the user defined bag
size. Our analysis showed that different bag sizes can have their own advantages
and disadvantages. Adopting methods such as the ”simulated annealing” can be

beneficial and future studies are required to improve this aspect of the algorithm.
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