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Abstract: Biomarker selection for predictive analytics encounters the problem of identifying a
minimal-size subset of genes that is maximally predictive of an outcome of interest. For lung
cancer gene expression datasets, it is a great challenge to handle the characteristics of small sample
size, high dimensionality, high noise as well as the low reproducibility of important biomarkers in
different studies. In this paper, our proposed meta-analysis-based regularized orthogonal match-
ing pursuit (MA-ROMP) algorithm not only gains strength by using multiple datasets to identify
important genomic biomarkers efficiently, but also keeps the selection flexible among datasets to
take into account data heterogeneity through a hierarchical decomposition on regression coefficients.
For a case study of lung cancer, we downloaded GSE10072, GSE19188 and GSE19804 from the GEO
database with inconsistent experimental conditions, sample preparation methods, different study
groups, etc. Compared with state-of-the-art methods, our method shows the highest accuracy, of up
to 95.63%, with the best discriminative ability (AUC 0.9756) as well as a more than 15-fold decrease
in its training time. The experimental results on both simulated data and several lung cancer gene
expression datasets demonstrate that MA-ROMP is a more effective tool for biomarker selection and
learning cancer prediction.

Keywords: biomarker selection; meta-analysis; regularized orthogonal matching pursuit; lung cancer
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1. Introduction

Biomarker selection [1] is the process of detecting relevant genes and removing irrele-
vant and redundant ones in order to obtain a subset of biomarkers that properly describes
individuals’ predisposition to particular types of cancers with a minimum degradation in
performance. Cancer can be described as a group of diseases associated with uncontrollable
cell growth that spreads into surrounding tissues. When cancer starts in the lungs, it is
called lung cancer, and this is considered the cause of the greatest number of deaths from
2006 through 2020 [2]. With the development of new molecular and cell technologies, public
gene expression databases have growth exponentially, providing an unprecedented number
of datasets and studies. The main challenge with gene expression data is identifying new
methods that can cope with information with a small sample size, high dimensionality,
high noise as well as low reproducibility or lack of generalizability, due to small sample
sizes relative to the large number of genes and low signal-to-noise ratios in most gene
expression datasets.

Feature selection has been shown to provide an effective tool for analyzing omics data
for the removal of irrelevant, noisy and redundant data while increasing the learning accu-
racy and improving the quality of the classification results [3,4]. To avoid this problem, the
importance of feature selection has been stressed and several high-dimensional algorithms
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have been proposed. Particularly, regularization methods use different penalty functions
embedded in the learning procedure as a single process and have lower risk of over-fitting.
The least absolute shrinkage and selection operator (lasso, £1-norm) [5], which performs
continuous shrinkage and feature selection at the same time, is perhaps the most widely
used signal processing algorithm in bioinformatics, machine learning and statistics. Other
{1-norm-based learning methods typically include smoothly clipped absolute deviation
(SCAD) [6], minimax concave penalty (MCP) [7] and group lasso [8]. Specifically, lasso
solves a global optimization problem in a greedy way [9], similarly to another well-known
algorithm in signal processing—the orthogonal matching pursuit (OMP) or orthogonal
greedy algorithm.

The OMP algorithm [10] solves the problem via iterative methods using signal co-
efficients and tends to select only one from correlated features. Compared with other
alternative methods, major advantages of the OMP are its simplicity and fast implementa-
tion. This method was originally employed to select features for binary-class classification
and has been used for feature selection and signal recovery. For example, Tawfic and
Kayhan [11] proposed least support denoising—-orthogonal matching pursuit (LSD-OMP) to
reconstruct an original signal with the presence of noise. Then, Ji and Zhang [12] improved
the reconstruction accuracy of the LSD-OPM through setting the threshold, eliminating
some wrong atoms and combining some support sets to locate the optimal support set. In
this paper, we utilize the MS-ROMP strategy for the biomarker selection problem. With
the development of bioinformatics, Shi et al. [13] proposed structured OMP by considering
correlations among distinct features for multi-class classification. Recently, Tsagris et al. [14]
proposed a general OMP feature selection algorithm that can handle binary outcomes,
multi-class outcomes, continuous outcomes and censored time-to-event outcomes with
applications on gene expression data. It is usually assumed that the same features in multi-
ple studies should make the same contribution to their corresponding results. However,
most existing methods identify a feature (gene) that is important in some studies but may
not affect other studies. This may be due to the different experimental conditions, sample
preparation tools, the sensitivity and accuracy of instruments, etc. Hence, it is important to
make full use of different datasets and maintain the flexibility of feature selection at the
same time.

Over the past few years, gene expression meta-analysis techniques have combined
multiple and independent studies to improve reproducibility or obtain more reliable
biomarkers [15]. There are three main types of meta-analysis methods [16]: meta-analysis
based on combining results from different studies (e.g., effect sizes, p values or ranks), meta-
analysis based on particular cross-platform normalization and a unified model on multiple
datasets without data merging that can account for the joint effects of genes on clinical
outcomes. Considering the joint modeling of multiple genes, Li et al. [17] proposed meta-
lasso, and then meta-nonconvex methods emerged gradually for solving the heterogeneity
problem [18,19]. Thus, we combine the MS-ROMP strategy with meta-analysis techniques
to improve the strength across multiple datasets.

In this paper, a novel meta-analysis-based regularized orthogonal matching pursuit,
namely MA-ROMP, is presented and the workflow of our proposed algorithm is shown
in Figure 1. Several microarray gene expression data points for lung cancer are obtained
from disparate platforms, standardized data and extracted common genes. After training a
unified model on multiple datasets without data merging, MA-ROMP divides the results
into tumor and nontumor disease with ROC evaluation, overlapping selected features
(genes) and the highest-ranked gene alterations as a possible biological explanation. In this
way, the MA-ROMP method is suitable for combining studies from different platforms or
conditions, and obtains reliable results with a small number of studies.
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Figure 1. The workflow of the meta-analysis-based regularized orthogonal matching pursuit (MA-
ROMP) to predict lung cancer with selected biomarkers. Several microarray gene expression data
points for lung cancer were obtained from disparate platforms, data were standardized and common
genes were extracted. After training a unified model on multiple datasets without data merging, the
MA-ROMP divides the results into tumor and nontumor disease with ROC evaluation, overlapping
selected features (genes) and the highest-ranked gene alterations as a possible biological explanation.

The results showing that our proposed MA-ROMP not only borrows strength from
across multiple datasets to identify important genomic biomarkers efficiently, but it also
mainains selection flexibility among datasets to take into account data heterogeneity
through a hierarchical decomposition on regression coefficients. Furthermore, we apply the
MA-ROMP in a real RNA expression data experiment. Compared with the state-of-the-art
methods, our proposed method MA-ROMP has good performance.

The remainder of this paper is organized as follows: The regularized orthogonal
matching pursuit algorithm for biomarker selection is presented in Section 2. In Section 3,
we describe the implementation of novel meta-analysis-based regularized orthogonal
matching pursuit (MA-ROMP). Then, we measure and discuss the performance of MA-
ROMP on both simulated data and three publicly available lung cancer gene expression
datasets in Section 4. A concluding remark is finally provided in Section 5.

2. The Regularized Orthogonal Matching Pursuit Algorithm for Biomarker Selection

As one of the main greedy pursuit algorithms, OMP is a forward search algorithm
that was first proposed for continuous outcomes in the context of signal reconstruction [20].
Tawfic and Kayhan [11] proposed that least support denoising-orthogonal matching pur-
suit (LSD-OMP) enhanced OMP by choosing an optimum support set out of many in each
iteration. Through setting the threshold, eliminating some wrong atoms and combining
some support sets to locate the optimal support set, Ji and Zhang [12] proposed a regu-
larized orthogonal matching pursuit-based multiple support (MS-ROMP) to improve the
reconstruction accuracy of the LSD-OMP.

We utilize MS-ROMP in the biomarker selection problem. Suppose y denotes a contin-
uous outcome and a data matrix X = {X;}! ; of continuous features with #n observations.
The ith column of X is denoted as X; = (xj1,xjp, - -, xip) corresponding to the p dimen-
sional coefficient B and Xg denotes the matrix with all selected genes (variables), where
S is the index set of selected genes. The algorithm initiates the current selection S < ¢,
least support set | <— ¢ and residuals r <— y. At each iteration, the gene with the largest (in
absolute value) Pearson linear correlation with r is selected for inclusion. If X is standard-
ized, then it suffices to compute (r, X;), i.e., the inner product of the two vectors. We can
choose the index of the L (usually 10) biggest inner product as the optimum support set in
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each iteration. By setting the threshold A > 0, we eliminate some wrong atoms and find J*
to satisfy |(r, Xj- )| > A|(r, X})|. After selection, a new least squares regression model is
fitted, resulting in new B coefficients, and is used to update the residuals. The procedure
stops when the ¢>-norm of the residuals is below the smallest positive number ¢, which is
0.001 in this paper.

The computational complexity of each step of MS-ROMP is provided in Algorithm 1.
The computational complexity of lines 4-111is O(I x (n —1+1+1+n?p +1+1)). Hence,
the time taken by Algorithm 1 is O(In?p + In). For “high-dimensional-small-sample-size”
data, I, n < p, the computational complexity of Algorithm 1 is further reduced to O(p).

Algorithm 1 The MS-ROMP Algorithm for Biomarker Selection
Input: Outcome values y, dataset X, stop condition ¢;
Hyper-Parameters: A, L;
Output: A subset Xs C X of selected genes corresponding with its coefficient .

1: Standardize the data: Center each gene expression data and y, then scale them to unit

norm. >O(p)
2: Initialize index set S - ¢, least support set | <— ¢, residuals r < y. >O(1)
3 S+ ¢, 1+ 1 >0(1)
4: while || 7 ||>> e do
5: J < sliceMax(|(r, X;)|, L), i € X\'S; >O0(n—1)
6 |(rXp)| = Al X)) >O(1)
72 S« SuU{J*} >O0(1)
8: B < least squares regression of y on Xg; > O(n?p)
9:  update residuals 7 < y — Xs - B; >O(1)
10: I—I1+1 >O(1)
11: end while
12: return Xg, B.

3. The MA-ROMP Algorithm for Biomarker Selection

Machine learning classifiers are very popular for predicting cancer disease using mi-
croarray gene expression data. Logistic regression, one of the most well-known algorithms
for binary classification, has no turning parameters and its prediction equation is simple
and easy to implement. In this paper, to demonstrate the effectiveness of the proposed
MA-ROMP algorithm, we use logistic regression to predict cancer risk—whether a person
will develop lung cancer or not.

Given M independent datasets, D = {X,Y}, where X = diag(Xy, X, -+, Xum),
Y = (YI,Y],---,Y])T and the superscript T denotes the standard vector transpose.
Denote X, = (Xmi1, Xmio - - ,xmi,p) as a vector of expression profiles of the ith sam-
ple with p genes in the mth dataset and v,,; the corresponding dependent variable with
the value of 0 or 1 for binary classification. In logistic regression, a logit transformation
0(s) = e°/(1+ ¢°) is applied on the odds—that is, the probability of success divided by the
probability of failure. We assume the conditional probability that y,,; takes value 1 given
the gene expression vector X,,;, and the logistic function is represented by the following
formulas:

]P(]/mi = 1|Xmi) = G(ﬁmo + X},;iﬁm + Emi)
gﬁnzO+Xgiﬂtn+5mi

1+ eﬁm0+xr{liﬁm+£mi !

)

wherei=1,...,n,, m=1,...,M,— R, B,y is the interception, B,, C RF is a vector of
regression coefficient for the mth data and ¢,,; are n,, independent random errors with
a normal distribution function. We hope to find the true nonzero components of S, for
each dataset.

Because of the data heterogeneity, we utilize a joint fitting approach [17] that borrows
strength from across different datasets. Consider the following hierarchical reparameterization:
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Bmj = &iCmijs 2)
wherej=1,2,...,p, m=1,..., M, the parameter g; is an effect of the jth gene at the first
level of the hierarchy and {;,; > 0 with different m’s reflects effect differences for the jth
gene among M datasets at the second level of the hierarchy. If there is no heterogeneity,

ie., gm] =1, then ﬁm] = &j-
This proposed MA-ROMP selects genomic biomarkers by solving

Bmo,88m | =1 j=1m=1

M P M
max Z L:m(,BmO,g;gm) - Z-F(gj;Ag) - Z Z ]:(gmj;/\(,) ’ 3)
j=1

where F is the MS-ROMP function,

Mm

Lon(Bo,8/Gm) = Y. Vi Bno + Xiyi(8 - Tm) | — log 1+ P Xule ],
i=1

g = (gug2—.8)" Tmw = (Cut,Cm2- Cmp)’, Bo = (Bro,B20, -+, Bwmo)T,
=(C 1T, ng Sy, g&)T and g - {;; means the element-wise product. Furthermore, there are
two hyper-parameters: Ay controls the biomarker selection algorithm at the entire-gene
level and can effectively remove unimportant genes in all M datasets, while A; controls
each individual dataset. Hence, if g; is not equal to zero, the corresponding f3,; can still be
shrunken to zero by some ;.

As shown in Algorithm 2, the MA-ROMP algorithm solves g, ¢ and { iteratively.
First we fix g and { to update g via MS-ROMP function F. Then, g and g are fixed to
update {. We next maximize the log-likelihood L,, for the mth dataset over B by fixing g
and {. These above training steps are repeated until the algorithm converges. At last, we
predict the cancer risk with above selected biomarkers.

Algorithm 2 The MA-ROMP Algorithm for Biomarker Selection

Input: Datasets D = {X,, Ym}%zl, stop condition;
Hyper-Parameters: Ag, A;;
Output: A subset Xg C X of selected genes.

1: Standardize the data: Center each gene expression data X, then scale them to unit

norm. >O(p)
2: Initialize the hierarchical parameter S,?]) + 1, the interception ,BE% + 0 and the iteration
index k « 1. >O(1)
3: while max |B(k) — B(k_1)| > edo
4 Xy Xl > O(1mp)
5. update g®) «+ F(g;A); >O(p)
6 X — Xmg®; > O(1yp)
7. update 0l « F(TmiAo); >O(p)
8 B g®l; >0(1)
9:  update ﬁ% — argrgaxﬁ(ﬁgfal),ﬁm(k)); > O(n2,p)
m0
w0 B (8% 8u0). >0(1)
11: end while .
12: S < index of nonzero elements in . >O(1)

13: return Xs.




Mathematics 2023, 11, 4171

6 of 13

Regarding the overall computational complexity of MA-ROMP, we have analyzed
the function F in Algorithm 1. The details of computational complexity are given in
Algorithm 2. Lines 3-11 consume the time O(k X (nyp+ p+nmp+p+1+n2p+1)),ie.,
O(kn2,p + 2k(ny + 1)p + 2k). For “high-dimensional-small-sample-size” data, k, 1, < p,
the computational complexity of Algorithm 2 is further reduced to O(p), which is the same
as Algorithm 1. Combining gene expression meta-analysis techniques greatly enhances
MS-ROMP’s ability to define common biomarkers across multiple datasets.

4. Experiments

To demonstrate the performance of our proposed MA-ROMP algorithm, we compare
it with seven state-of-the-art methods, that is, lasso, SCAD, MCP, meta-lasso, meta-SCAD,
meta-MCP and MS-ROMP.

4.1. Simulations

In order to simulate multiple datasets, we suppose that the number of datasets M is
10, and n,; is used to represent the sample size where m = 1, ..., M. Moreovet, n,; = 50
and the number of genes (features) p is 1000. We generate the gene expression data X, in
normal distribution, associated with the response y,,, based on the following logistic model:

elng+Xz,:iﬂ>:n+£mi

1 + eﬁmO"‘XyE,‘ﬁ*m"'smi !

P(ymi = 1 Xomi) = )
where the interception B,,0 = 0, the independent random noise ¢,;; ~ N(0,1) and the
nonzero regression coefficient B}, of the first 10 genes are generated via a joint fitting
approach in Equation (2). To allow possible different covariance structures, the effect of the
gene g for all M datasets is generated from N(3,0.52) and the discrepancy among different
datasets ( is generated from Bernoulli(rty), where 17y : 0.2, 0.5 and 0.9 from low to high
heterogeneity. This means that for the first 10 genes, 1 gene is important with a probability
of 7y in each dataset. For each case, we run 50 replicates.

The optimal hyperparameters of all methods are selected by minimizing the Bayesian
information criterion (BIC) defined as:

M
BIC(A) = ) {=2Lum(Bmn) +log(mm)dfy}, ®)

m=1

where the mth dataset’s estimated coefficients with hyperparameter A are expressed as
B, dfy is the number of nonzero parameters, 7y, is the sample size and j,, , is the
log-likelihood with B}, being replaced by its estimate ﬁm, A

The biomarker selection performances of the eight methods are summarized using
selection sensitivity, specificity and accuracy of coefficient § in Table 1. The sensitivity
is the proportion of nonzero f;, S that are correctly estimated as nonzero, the specificity
is the proportion of zero ,B:‘njs that are correctly estimated as zero and the accuracy is
the proportion of ,Bjnjs that are correctly estimated. The specificity and accuracy of the
coefficient in Table 1 for all eight methods are similar. The sensitivity of the methods
without a meta-analysis learning policy, which are lasso, SCAD, MCP and MS-ROMP,
dramatically decreases as 71 increases, while meta-lasso, meta-SCAD, meta-MCP and
MA-ROMP still have steady performances. Especially when data heterogeneity is strong
(7m0 = 0.2), our proposed MA-ROMP has the superior performance.
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Table 1. Results of the synthetic data, sensitivity, specificity and accuracy of coefficient g of the four
methods are based on 50 simulations. Standard errors are given in parentheses.

Methods 70 = 0.9 710 = 0.5 79 = 0.2

Sensitivity 0.470 (0.021) 0.400 (0.001) 0.310 (0.011)

SCAD Specificity 0.946 (0.011) 0.942 (0.001) 0.940 (0.002)
Accuracy 0.941 (0.001) 0.937 (0.001) 0.934 (0.001)

Sensitivity 0.540 (0.049) 0.520 (0.156) 0.360 (0.197)

lasso Specificity 0.947 (0.013) 0.948 (0.011) 0.945 (0.011)
Accuracy 0.943 (0.013) 0.944 (0.013) 0.940 (0.013)

Sensitivity 0.560 (0.002) 0.520 (0.001) 0.320 (0.101)

MCP Specificity 0.899 (0.001) 0.894 (0.001) 0.890 (0.001)
Accuracy 0.896 (0.001) 0.890 (0.001) 0.885 (0.001)

Sensitivity 0.610 (0.002) 0.570 (0.011) 0.410 (0.002)

MS-ROMP Specificity 0.944 (0.001) 0.922 (0.001) 0.943 (0.001)
Accuracy 0.939 (0.001) 0.917 (0.001) 0.937 (0.001)

Sensitivity 0.890 (0.001) 0.870 (0.001) 0.690 (0.056)

meta-SCAD Specificity 1(0) 0.999 (0.001) 0.981 (0.004)
Accuracy 0.999 (0.001) 0.998 (0.001) 0.978 (0.003)

Sensitivity 0.960 (0.001) 0.860 (0.001) 0.670 (0.048)

meta-lasso Specificity 0.986 (0.001) 0.984 (0.001) 0.984 (0.001)
Accuracy 0.986 (0.001) 0.983 (0.001) 0.981 (0.001)

Sensitivity 0.990 (0.032) 0.930 (0.001) 0.700 (0.067)

meta-MCP Specificity 0.964 (0.002) 0.999 (0.001) 0.976 (0.004)
Accuracy 0.965 (0.002) 0.998 (0.001) 0.975 (0.004)

Sensitivity 0.900 (0.001) 1(0) 0.790 (0.001)

MA-ROMP Specificity 0.994 (0.001) 0.995 (0.001) 0.993 (0.001)
Accuracy 0.993 (0.001) 0.995 (0.001) 0.991 (0.001)

4.2. Real-Data Analysis

Cancer is a major public health problem worldwide. Moreover, lung cancer was the
most common cause of cancer death according to [21]. We demonstrate our proposed
method by analyzing lung cancer microarray expression data from NCBI's gene expression
omnibus (GEO, https:/ /www.ncbinlm.nih.gov/gds/, accessed on 24 September 2023) for
the different experimental datasets with the accession numbers in Table 2. GSE10072 [22]
contains 107 samples from 58 tumor and 49 nontumor tissues with 22,283 genes obtained
using GEO Platform GPL96. GSE19188 [23] contains 91 patients from 91 tumor and 65 adja-
cent normal lung tissue samples with 54,675 genes obtained using GEO Platform GPL570.
GSE19804 [24] contains 60 pairs of tumor and adjacent normal lung tissue specimens with
54,675 genes obtained using GEO Platform GPL570.

Table 2. Summaries of datasets in the lung cancer.

Datasets GSE10072 GSE19188 GSE19804
Platform GPL96 GPL570 GPL570
Total sample size 107 156 120
No. of genes 22,283 54,675 54,675

These above three balanced datasets come from inconsistent experimental conditions,
sample preparation methods, measurement sensitivities or precision, and also from dif-
ferent study groups and biological sample selections. We extracted 22,277 common genes
from these three lung cancer gene expression datasets as the merged set of genes. In order
to keep class balance, we randomly selected from two types of samples respectively, and
divided the data into 70% training and 30% test sets.
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We measure the computational efficiency of each meta-analysis-based algorithm dur-
ing the the K-fold cross-validation. Typically, K is chosen to be 5 or 10 in medium-sized
datasets. The special case of K-fold cross-validation is called leave-one-out cross-validation,
which is similar to the jack-knife method only for small data, and costly for data of other
scales. Our training data were medium-sized, so we used 10-fold cross validation.

Figure 2 shows the boxplot for training times of four meta-analysis-based algorithms
during the 10-fold cross-validation. The median training times of MA-ROMP, meta-lasso,
meta-MCP and meta-SCAD (the red lines within each blue box) are 402.65 s, 4964.9 s,
6327.05 s and 4641 s respectively. The blue box length is the interquartile range and the
crosses in red denote outliers. Our proposed MA-ROMP requires the shortest training
time, and the computational complexity of MA-ROMP has been illustrated in Algorithm 2.
Unlike the orthogonal matching pursuit-based method, meta-lasso, meta-MCP and meta-
SCAD utilized an approximate message passing algorithm [25] containing a pseudo-inverse
operation, which consumes considerable time in high dimensions and sparse data.

6000 | T %’

5000

HIH

4000 | '
3000 |
2000 }

Training duration(s)

1000
408- TR
MA-ROMP meta-lasso meta-MCP  meta-SCAD
Methods

Figure 2. Boxplot for the training times of four meta-analysis-based algorithms during the 10-fold
cross-validation. The median training times of MA-ROMP, meta-lasso, meta-MCP and meta-SCAD
(the red lines within each blue box) are 402.65 s, 4964.9 s, 6327.05 s and 4641 s respectively. The blue
box length is the interquartile range and the crosses in red denote outliers.

As shown in Table 3, when the hyper-parameters A = 0.01, A; = 0.01, the MA-ROMP
performs better than other three meta-analysis-based methods with the highest accuracy
of up to 95.63%, and is on average 11 times faster than meta-SCAD. Moreover, we used
the area under the curve (AUC) as the performance metric in binary classification. Ideally,
ROC curves that are closer to the upper-left corner (0, 1) indicate superior performance, as
this signifies higher sensitivity and lower false-positive rates. Our proposed MA-ROMP
exhibited a shape closest to the upper-left corner, along with the best discriminative ability
with AUC 0.9756, in Figure 3, that moved up 11.64%, compared with the meta-MCP, method
and cut its training time more than 15 times.

Table 4 gives the names of selected genes in each dataset. To further validate the genes
selected by our proposed method, we performed an alterations analysis using cBioPortal
(https:/ /www.cbioportal.org/, accessed on 24 September 2023), illustrated in Figure 4,
and the overlap of commonly selected genes across the different methods is shown in
Figure 5. As seen in Table 4 and Figures 4 and 5, COL11A1 is associated with angiogenesis,
invasion and drug resistance in cancer, and it is the most altered gene, representing 20% of
all alteration in all patients, and was selected by meta-SCAD and MA-ROMP in Table 4. Per-
haps that is why, so far, meta-SCAD has shown a better performance than meta-lasso and
meta-MCP, as shown in Table 3, despite the limited amount of selected genomic biomarkers.
Additionally, the growth factor FGF-14 negatively regulates COL11A1 expression in lung
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cancer cells [26]. Yi et al. [27] identified that COL11A1 acted downstream of secreted phos-
phoprotein 1 (SPP1), which facilitates cell migration and invasion. This SPP1, also called
osteopontin, is expressed in tumor cells, and alterations were detected in 2.7% of patients.
Many studies demonstrated that its methylation variability and mRNA expression level
are both correlated with prognosis in multiple cancer types [28,29]. SPP1-related signals
are considered to represent a potential target for anti-cancer immunotherapies [30,31].

Table 3. Results of three lung cancer datasets; sensitivity, specificity and accuracy of different methods
are based on 50 simulations. Standard errors are given in parentheses.

Training Data

Methods
Sensitivity Specificity Accuracy
MA-ROMP 0.9788 (0.001) 0.9465 (0.001) 0.9644 (0.001)
meta-lasso 0.4722 (0.001) 0.6667 (0.002) 0.6683 (0.001)
meta-MCP 0.4722 (0.001) 0.6667 (0.001) 0.6683 (0.002)
meta-SCAD 0.5470 (0.004) 0.9167 (0.001) 0.7178 (0.001)
Training Data
Methods
Sensitivity Specificity Accuracy
MA-ROMP 1(0) 0.9188 (0.001) 0.9563 (0.001)
meta-lasso 0.4119 (0.003) 0.6528 (0.002) 0.5249 (0.011)
meta-MCP 0.4050 (0.013) 0.6528 (0.002) 0.5215 (0.001)
meta-SCAD 0.5278 (0.001) 0.9231 (0.001) 0.6571 (0.004)
. ROC
— —
0.9
08|
0.7
206
[
i
2
%05}
O
o
@
=
- 04}
0.3 -J
0.2
— — MA-ROMP
o — e
— zeta-SCAD
0 1 ] 1 1 ] ] 1 L ] J
0 0.1 0.2 0.3 0.4 0.5 0.6 0.7 0.8 0.9 1

False Positive Rate

Figure 3. The ROC curves obtained by different methods with meta-analysis learning policy in three
lung cancer datasets. The area under the curve (AUC) of MA-ROMP, meta-lasso, meta-MCP and
meta-SCAD are 0.9756, 0.8551, 0.8592 and 0.6118 respectively.
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Table 4. The genomic biomarkers selected by different meta-analysis-based methods in three lung
cancer datasets.

Methods GSE10072 GSE19188 GSE19804
COL11A1 COL11A1 COL11A1
COL10A1 COL10A1 COL10A1
CRISP1 CRISP1 CRISP1
MC5R MC5R GPM6A
MA-ROMP GPM6A GPM6A SPP1
SPP1 SPP1 ADAMTSS
ADAMTSS ADAMTSS LINC00216
LINC00216 LINC00216
EDNRB EDNRB EDNRB
CA4 CA4 CA4
GPM6A GPM6A GPM6A
MCP ADH1B ADHI1B ADH1B
meta TNNC1 TNNC1 TNNC1
AGER AGER AGER
TMEM100 TMEM100 TMEM100
GREM1 GREM1 GREM1
meta-SCAD COL11A1 COL11A1 COL11A1
etal GPM6A GPM6A GPM6A
cta-lasso AGER AGER AGER
Mutation spectrum ~ © bbbt el b bl o et P b oottt e, PPt L 0 oottt .o
COoL11A1 2o FRERNENERRRRERERRER Ry
CRISP1 : oo JININERERERERNEEEN ey’ yynm
MCSR £ oose JNENERERERERNENERRREREE N nnnnyymyyn’nn’nn’nyyyyyymy
GPM6A g JINERERERRRERERRER e yynnnnneyyyynm
SPP1 £z JINERERERERERE ey yy”m’
ADAMTS8 Eose TN nnnnnnnnnn;yynny'nn;,;ynynynm;nynm
Genetic Alteration § mi i igni | splice Mutati igni § Truncating Mutation igni [ No
Mutation spectrum fea Joe o1 A e |6 Nocaa

Figure 4. The highest ranked gene alterations in the lung caner dataset selected by MA-ROMP.

meta-MCP meta-SCAD meta-MCP meta-SCAD

meta-lasso meta-lasso

GSE10072 and GSE19188 GSE19804

Figure 5. Overlap of commonly selected genes across the different meta-analysis-based methods in
lung cancer datasets.
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Another unique genomic biomarker selected by MA-ROMP is ADAMTSS, which can
also inhibit lung cancer by targeting vascular endothelial growth factor (VEGFA) [32,33]
with a maximum gene alteration of 5% in all patients. ADAMTSS is under the regulation of
GATA1, which has been linked to survival time in lung cancer patients [34]. The ADAMTS
(A disintegrin and metalloproteinase with thrombospondin motifs) family members play
important roles in tumor progression through regulating angiogenesis.

Although meta-lasso and meta-SCAD selected just two genomic biomarkers, GPM6A
was selected by the meta-lasso, MA-ROMP and meta-MCP methods and alterations were
detected in 1.8% of patients. GPM6A is a transmembrane protein widely distributed
on the surface of neuronal cells in the central nervous system and is closely related to
tumor growth [35]. Zhang et al. [36] identified that GPM6A downregulation promotes the
progression of lung adenocarcinoma cells.

5. Conclusions

In this paper, we have proposed a meta-analysis-based regularized orthogonal match-
ing pursuit (MA-ROMP) algorithm to recognize genomic biomarkers with both biological
and clinical significance. This MA-ROMP method is suitable for combining studies from dif-
ferent platforms or conditions, and obtains reliable results with a small number of studies.
It is pointed out that the successful running this method needs data standardization.

Compared with state-of-the-art methods, our method shows the highest accuracy
of up to 95.63% with the best discriminative ability (AUC 0.9756) as well as a more than
15-fold decrease in its training time. Therefore, our method not only borrows strengths
from across multiple datasets to identify important genomic biomarkers efficiently, but
also maintains selection flexibility among datasets to take into account data heterogeneity
through a hierarchical decomposition on regression coefficients. The experimental results
demonstrate that our proposed MA-ROMP is a more effective tool for biomarker selection
and learning prediction.
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