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Abstract

A Novel Network Connectivity Measure with Application to

Multimodal Brain Imaging Study

By Xinyi Yang

Background: Network-oriented analysis on functional connectivity from functional
magnetic resonance imaging (fMRI) data is not easy due to the large scale of fMRI
data. The traditionally used Pearson correlation is not ideal because it is sensitive to
indirect connectivity. The recently proposed partial correlation also has shortcomings
because of both the loss of the “indirect” connectivity information and the requirement
of a prescribed tuning parameter. Thus, a novel measure for functional network con-
nectivity is proposed, in order to better discribe functional connevtivity and get rid of

the predetermined tuning parameter.

Methods and Analysis: The distance derived from CLIME is used to construct the
global structure in the brain. To overcome the problem of tuning parameter selection,
we integrate out the effect of the tuning parameter. The intraclass correlation coef-
ficient is calculated on Kirby21 data. Also, a multimodal brain imaging analysis is
conducted based on the new functional connectivity measure for fMRI and DTI data

from the PNC study with 515 subjects.

Results and Conclusion: We found that the novel measure of functional connectiv-
ity has a stronger relationship with structural connectivity than conventional Pearson
correlation functional connectivity, which suggests our approach more effectively re-
veals neurologically related activity in functional magnetic resonance imaging. The
intraclass correlation coefficient shows that the robustness of this new measure are at
a similar level compared to the existing measures Pearson correlation and partial cor-
relation. Thus, we see that the novel functional connectivity measure not only shares
similarity with existing popular functional connectivity measures, but also performs

better in terms of representativeness in multimodal analysis.
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1 Introduction

Network-oriented analysis has played a main role in brain imaging. By conducting network-
oriented analysis, we can better understand brain organization structurally or functionally.
However, when studying functional connectivity from functional magnetic resonance imag-

ing (fMRI) data in the view of network, it is not that easy due to the large scale of fMRI data.

Traditionally, Pearson correlation is often used to measure connectivity between a pair of
nodes (Seeley et al., 2009). However, if using Pearson correlation to measure the functional
connectivity of two nodes, the direct connectivity of the two nodes and the interference
from other nodes cannot be distinguished. That may lead to unconvincing results (Smith et
al., 2011). Wang et al. (2016) proposed a method for better estimating partial correlation
between two nodes and used partial correlation to measure functional connectivity. Never-
theless, there are also shortcomings for partial correlation to be used in network-oriented
analysis. That makes some information of the network lost. On the other hand, the estima-
tion of partial correlation is under an assumption for sparsity of the network, thus requiring
a prescribed tuning parameter, of which the selection needs broad background knowledge.
That increases the complexity for using this method. In fact, the most commonly used
methods for constructing a brain network, such as CLIME (Cai et al., 2011) and graphical
lasso (Friedman et al., 2008), all require a sparsity assumption. That is one of the major

difficulties in constructing brain functional networks.

The large scale of the data and the existing methods’ requirement of prior knowledge call
for easier-to-use and more straightforward measures. Therefore, in the present paper, a
novel measure for functional network connectivity is proposed, which gets rid of the pre-
determined tuning parameter. We make use of the distance derived from CLIME (Cai et

al., 2011) and construct the global structure in the brain. To overcome the problem of tun-



ing parameter selection, we integrate out the effect of the tuning parameter. The intraclass
correlation coefficient is calculated, which shows that the robustness of this new measure is
at a similar level compared to the existing measures Pearson correlation and partial correla-
tion. Also, a multimodal brain imaging analysis is conducted based on the new functional
connectivity measure for fMRI and DTI data from the Philadelphia Neurodevelopmental
Cohort (PNC) study with 515 subjects, showing a better representativeness than Pearson

correlation and partial correlation.

In the rest of this paper, in Section 2, the novel functional network connectivity is in-
troduced. We use the PNC and Kirby21 to do analysis. The statistical properties for this
measure are analyzed in terms of robustness and representativeness, in section 3. In Section
4, the results on the statistical properties for this measure are presented. The conclusions
derived from the results are given in Section 5. In Section 6, we give further discussions on

this project.

2 Methods

2.1 Notation

Let Y (¢) denote the V dimensional fMRI data at time t, where r = 1,2, ..., T. Let ; denote
the precision matrix given tuning parameter Ay. Let P(A) = {P,;(1);i,j=1,2,...,V} be the
partial correlation matrix when the tuning parameter is A. Denote ¥ as the set of nodes,
and denote &/*4) as the set of all edges, which are defined by the transformation rule
f:P— & given A. The network with vertex (node) set 7" and edge set & (#24) is denoted as

(¥,8UA)). We also denote D;;(1) as the distance between node i and node j in network



(¥,&0A)), given A. Denote QLI% as the last point where D;;(A) is finite as A is increased,
and A" is the largest A, i,j =1,2,...,V .

2.2 Pathway-embedded functional connectivity measure

Given a tuning parameter A, we can estimate P(A1) from the precision matrix, by first es-
timating the sparse inverse covariance matrices for a grid of values for lambda by using
“CLIME”, and evaluating the density levels of the precision matrices by using “DensPar-
corr”’, and then making binarization (Cai et al., 2011, Wang et al., 2016). Since we are
interested in positive correlation, f is defined as: edge E;; € & <= P,; > e >0, where ¢
is set as 0.001. Then D;; is defined as the number of edges in the shortest pathway between
them. If there is no pathway between node i and node j, then D;; is set as +oo. According
to the property of tuning parameter A, when A goes from O to 1, the whole network gets
sparser and sparser. For any node pair, when A is large enough, the distance between them
goes to +o0. Then A/; is defined as:

A =sup{A: L0} 0

Dij(4)

Since larger distance means less connectivity, we can measure the functional connectivity
by transforming D;; with a monotone decreasing function g(-). Thus, the novel functional

connectivity measure is defined as:

1

Where g(-) can take the form of g(x) =x~%, a > 0.



2.3 Algorithm

As discussed earlier, for a pair of nodes (i, j), the novel functional connectivity measure is
defined as the integral of the transformation of distance between Node i and Node j. And
given a series of A, we can construct the corresponding adjacency matrices by deriving
partial correlation matrices. Then we use AUC (AUC = [ g(1)dA), to estimate the novel

connectivity measure.

Algorithm 1: Estimate subject-specific functional connectivity matrix
Data: Subject-specific covariance matrices X,,n =1,2,...,N.
Initialize: a series of monotonically decreasing tuning parameters

A={A :k=1,2,...,K} ranging from 1 to 0.
Step 1: Estimate D;;(A):
for 4, € Ado

Estimate 2 based on CLIME;

Calculate P, = P(A) = {P;j «}v xv based on DensParcorr;

Construct the adjacency matrix Ay = {A;jx}vxv;

if P;j > O then

\ Aijk=1;
else

| Aijx=0;
end

Estimate Dy = {D;; x }v v, Where D;; ; =length of shortest path in Graph Ay.
end

Step 2: Estimate novel functional connectivity using AUC:

Identify ?LIS , with order K ;

Calculate AUC of {g(Dij,l ) , g(Dij,2)7 "‘7g(Dij7KL) }Z

AUC;; = Kij l(é’(Dij,k‘f‘g(Dij,k—i-l)) (/1k—7tk+1> 3)
ek, 2
FC,'J' = AUCij (4)

AL




3 Analysis

In the following sections, we choose A = {0.001,0.005,0.01 to 0.6, by 0.01}, to do the

analysis.

3.1 The Choice of Transformation Function

For the transformation function g(-) = x~%, different values of a would lead to different
results. Here we use Shannon’s entropy (Hausser & Strimmer, 2009) as the criteria for the

selection of . The definition of Shannon’s entropy is:
S=—Y PlogP, (%)
i

And we select the value of o from {1,2,3,4,5} for the PNC dataset, by using the with the

smallest entropy.

3.2 Reproducibility

In order to investigate the reproducibility of the novel FC measure, we use the intraclass
correlation coefficient (Koo & Li, 2016), which is computed from a two-way mixed effects

model. The ICC is computed as:

MSp—MSEg
ICC = 6
MSR+(k—1)MSE ©)

where M Sp is the mean square between targets, M Sg is the mean square error, and k is the

number of raters/measurements (Shrout & Fleiss, 1979).

Since there is only one scan for each subject in the PNC dataset, here we use Kirby21

dataset, in which each subject has two scans, to analyze reproducibility. First, for each



pair of nodes (edge), the Pearson connectivity and novel FC of Kirby21 data are calculated
seperately. Then we compare the ICC so as to compare their reproducibility. For the trans-

formation function g(-) =x~%, we choose a = 1toseetheper formanceo fnovel FCbasedonthem.

3.3 Multimodality

In order to compare the representativeness between the novel FC and current FC measure,
Pearson connectivity, we do multimodal analysis between FC and structural connectivity
(SC). Here the SC is estimated using diffusion tensor imaging (DTI) data (Kemmer et al.,
2018). We use Pearson correlation, Spearman’s rank correlation, and mutual information

(Kraskov et al., 2004) to quantify the relationship between FC and SC.

Using PNC dataset, we make comparisons among novel FC when o = 1,2,3,4, and 5,

and Pearson connectivity.

4 Results

4.1 Visualization

The mean FC across subjects of each pair of nodes (edge) when a =1, 2, 3, 4, and 5 are
calculated (Figure 1). The density plot of FC for all edges in each subject is also made, with
the density plot of mean FC across subjects for all edges (Figure 2). Since by the definition
of the novel FC, its range is (0, 1), we also try logit transformation on FC and calculate the
mean across subjects of each pair of nodes (edge) when o =1, 2, 3, 4, and 5 (Figure 3).
So is the density plot of logit-transformed FC (Figure 4 ). In terms of the novel FC, the
within-region edges tend to have larger functional connectivity, while the between-region

edges tend to have smaller functional connectivity.



Compared with mean Pearson connectivity (Figure 5), the difference between within-region
edges and between-region edges tend to be larger in the result of novel FC. Nevertheless,
more quantitative comparisons are needed in order to compare between novel FC and Pear-

son connectivity.

Density plot shows the distribution of the novel FC. Since the logit transformation extends
the range from (0,1) to (—eo,00), it is suggested to refer to the density plot for logit (FC) to
see more details. In addition, there is a right shift for the density plot of mean FC across
subjects, compared to the density plot of FC for each single subject. That is possibly be-

cause the smaller FC appear on a different set of edges in different subjects.

4.2 The Choice of Transformation Function

When o changes from 1 to 5, the entropy of the novel FC in each subject becomes smaller
and smaller, and the entropy of the mean FC across subjects of all edges also becomes
smaller and smaller (Figure 6). Since @ = 5 has the lowest entropy, we suggest selecting

o = 5 when calculating the novel FC of the PNC dataset.

Additionally, from the current line chart of entropy, the rate of decrease tends to be smaller
and smaller. Still, entropy of mean FC across subjects behaves different from mean entropy

of FC across subjects. That is, S(FC) # S(FC).

4.3 Reproducibility

For the Kirby21 dataset, ICC of the novel FC (when o = 1) is slightly lower than that of
Pearson connectivity (Figure 7). While for the within-region edges, ICC of the novel FC
(when a = 1) and ICC of Pearson connectivity are similar (Figure 8)That means the repro-

ducibility of the novel FC is almost comparable to that of Pearson connectivity.



Additionally, when looking at the ICC of all edges, neither ICC of Pearson connectivity

nor that of novel FC shows obvious distinction (Figure 8).

4.4 Multimodality

For the result of Pearson correlation, the novel FC shows larger positive correlation with SC
(around 0.6), compared with the correlation between Pearson connectivity and SC (0.325)
(Table 1). That means the novel FC has better linear correlation with SC. Additionally,
when o gets larger, the linear correlation between novel FC and SC also becomes larger

(from 0.534 to 0.613).

For the result of Spearman’s rank correlation, the Spearman’s rank correlation between
Pearson connectivity and SC is 0.305, while those between novel FC and SC (when o =
1,2,3,4,and 5) are all larger than or equal to 0.360. That shows novel FC and SC become

closer to being perfectly positively monotone than Pearson connectivity and SC.

For the result of MI, the mutual information between Pearson connectivity and SC is 4.899,
while the mutual information between novel FC and SC (when o = 1,2,3,4,and 5) are all
larger than or equal to 4.907. Thus, the mutual information between novel FC and SC is

larger than that between Pearson connectivity and SC.

All of the Pearson correlation, Spearman’s rank correlation, and mutual information re-
veal the novel FC to have better agreement with SC, compared with the agreement between

Pearson connectivity and SC.



5 Discussion

We found that the novel measure of functional connectivity has a stronger relationship
with structural connectivity than conventional Pearson correlation functional connectiv-
ity, which suggests our approach more effectively reveals neurologically related activity
in functional magnetic resonance imaging. Specifically, in the multimodality analysis be-
tween SC and FC, all of the Pearson correlation, Spearman’s rank correlation, and mutual
information suggest that the novel FC is a better functional connectivity measure than Pear-
son correlation. Additionally, when visualizing the novel FC of the PNC dataset, we found
that the novel FC shares some characteristics with the Pearson correlation. For instance,
for node pairs between the medial visual network, occipital pole visual network, and lateral
visual network, the novel FC tends to be larger than other between-region edges. Plus,
the reproducibility of the novel FC is comparable to that of Pearson connectivity. Thus,
we see that the novel FC is a measure that not only shares similarity with existing popular
functional connectivity measures, but also performs better in terms of discrimination and

in multimodal analysis.

However, there are limitations in this novel FC measure. First and foremost, when cal-
culating AUC for estimating the FC, there is a series of functional distances under different
tuning parameters that need to be calculated. That leads to a much larger computational
complexity, compared with the existing popular measures. Additionally, when constructing
the adjacency matrix so as to calculate the distance between nodes, we binarize the adja-

cency matrix. We may lose some information or characteristics because of the binarization.

In the future, we are considering the following explorations. Firstly, we are trying to study
the reliability of the novel FC using related measures like Image Intraclass Correlation Co-

efficient (I2C2)(Shou et al., 2013). We are also going to further study the reproducibility



10

of the novel FC by analysing the ICC of more network measures. Secondly, we can choose
more « in the transformation function g(-) = x~%, such as @ = 6,7,8..., to see if we can
know more about the trend and get better characteristics. In the long run, when construct-
ing the adjacency matrix so as to calculate the distance between nodes, we can think of
a way that doesn’t need to binarize the adjacency matrix. Additionally, when visualizing
the novel FC of PNC dataset, we found that the density plot for mean FC across subjects
behaves different from the mean density plot across subjects of FC. That is, tt(p) # u(p),
where 1 (-) is the density function. It may be an interesting topic to explore the relationship

between that difference and the structure (or the characteristics) of the network.



Appendix: Figures and Tables

1. Visualization of Novel FC

Figure 1: Mean FC across subjects under o = 1, 2, 3, 4, and 5 — PNC data)
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Figure 1: Mean FC across subjects under o = 1, 2, 3, 4, and 5 — PNC data (cont.)
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Figure 2: Density plot for FC of each subject under & = 1, 2, 3, 4, and 5 — PNC data

(Blue line: mean FC across subjects)
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Figure 2: Density plot for FC of each subject under o =1, 2, 3, 4, and 5 — PNC data

(Blue line: mean FC across subjects) (cont.)
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Mean logit(FC) across subjects under o = 1, 2, 3, 4, and 5 (cont.)

Figure 3
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Figure 4: Density plot for logit(FC) of each subject under o = 1, 2, 3, 4, and 5 — PNC data

(Blue line: mean logit(FC) across subjects)
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Figure 5: Mean of Pearson connectivity across subjects — PNC data
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2. Selecting Transformation Function — Entropy

Figure 6: Entropy of novel FC under different transformation functions — PNC data

(Blue line: entropy of mean FC across subjects)
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3. Reproducibility — ICC

Figure 7: Histograms for ICC of Pearson connectivity and novel FC — Kirby21 data
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Figure 8: ICC of Pearson connectivity and novel FC — Kirby21 data

(a) ICC of Pearson connectivity (b) ICC of novel FC (@ = 1)

4. Multimodal Analysis

Table 1: Pearson correlation, Spearman’s rank correlation, and mutual information (MI)

between FC and SC — PNC data

Pearson correlation Spearman’s rank correlation ~ MI

Pearson connectivity 0.325 0.305 4.899
novel connectivity (ot = 1) 0.534 0.360 4.907
novel connectivity (ot = 2) 0.578 0.366 4.920
novel connectivity (¢ = 3) 0.598 0.367 4913
novel connectivity (ot = 4) 0.608 0.365 4914

novel connectivity (ot = 5) 0.613 0.363 4917
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