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Abstract

Background: Somatic mutations accumulate in human cells throughout life. Some may have no adverse
consequences, but some of themmay lead to cancer. A cancer genome is typically unstable, and thus more
mutations can accumulate in the DNA of cancer cells. An ongoing problem is to figure out which mutations are
drivers - play a role in oncogenesis, and which are passengers - do not play a role. One way of addressing this question
is through inspection of somatic mutations in DNA of cancer samples from a cohort of patients and detection of
patterns that differentiate driver from passenger mutations.

Results: We propose QuaDMutEx, a method that incorporates three novel elements: a new gene set penalty that
includes non-linear penalization of multiple mutations in putative sets of driver genes, an ability to adjust the method
to handle slow- and fast-evolving tumors, and a computationally efficient method for finding gene sets that minimize
the penalty, through a combination of heuristic Monte Carlo optimization and exact binary quadratic programming.
Compared to existing methods, the proposed algorithm finds sets of putative driver genes that show higher coverage
and lower excess coverage in eight sets of cancer samples coming from brain, ovarian, lung, and breast tumors.

Conclusions: Superior ability to improve on both coverage and excess coverage on different types of cancer shows
that QuaDMutEx is a tool that should be part of a state-of-the-art toolbox in the driver gene discovery pipeline. It can
detect genes harboring rare driver mutations that may be missed by existing methods. QuaDMutEx is available for
download from https://github.com/bokhariy/QuaDMutEx under the GNU GPLv3 license.
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Background
Cancer is a complex and heterogeneous disease that starts
at cellular level as a consequence of a hereditary or, most
prevalently, environmentally induced mutations [1, 2].
Mutations such as amino acid substitutions or copy num-
ber alterations may lead to abnormal cells that can divide
indefinitely and have the ability to invade other tissues
[3]. A sequence of between two and eight mutations that
target genes involved in specific cell functions is needed
for most human cancers to develop [4]. Such mutations,
which confer growth advantage to cells and are causally
implicated in oncogenesis, are referred to as driver muta-
tions [5]. Known somaticmutations linked to cancer, often
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with additional information such as known therapies that
target the mutation, are being gather in databases [6–8]
that can be used in selecting patient treatment. Newly
identified driver genes can also be screened using drugga-
bility indices [9], and for being targets for drug reposition-
ing [10], leading the way to new therapeutic modalities.
Thus, discovering and cataloging genes whose mutations
do contribute to oncogenesis, that is, driver genes, is a
major goal for experimental and computational cancer
research. The wide spectrum of approaches for finding
driver genes can be seen in recent review papers [11–13].
The ability to discover driver mutations has beenmoved

forward in recent years owing to the availability of large
datasets generated using second-generation sequencing
techniques [14]. Projects such as the Cancer Genome
Atlas (TCGA) [15] perform sequencing of matched tumor
and normal samples from hundreds of patients with a
given tumor type, allowing for detection of somatic muta-
tions present in tumor tissue. However, even with the
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increasing availability of data, the problem of identifying
driver mutations and driver genes that harbor them is far
from being solved.
The main challenge is that majority of somatic muta-

tions acquired in human cells throughout life are not
causally linked to cancer. It is estimated that a typical
human cell, with a genome consisting of approximately
3 × 109 base pairs, gains on the order of 10−10 muta-
tions per base pair per cell division [16, 17], although the
rate can vary substantially depending on factors such as
local chromatin organization of the genome [18]. Human
organism consists of on the order of 1013 cells [19], many
of which are in fast dividing tissues; for example around
1011 epithelial cells are being lost and need replacement
every day [20]. It is thus evident that most mutations do
not lead to carcinogenesis - these are often referred to as
passenger mutations. Indeed, it has been observed that
in tissues that self-renew through cell division, such as
skin or gastrointestinal epithelium, the number of muta-
tions seen in cancer samples from patients 85 years old
is twice the number of mutations in patients that are 25
years old. It has been estimated that half or more of all
mutations observed in patients’ cancer tissues originate
prior to the onset of cancer [17]. In addition to thesemuta-
tions, cancer cells exhibit a mutator phenotype, that is, an
increased mutation rate [21], with mutation rates that can
differ by an order of magnitude among subclones within
the tumor [22]. This further contributes to the dominance
of passenger mutations over driver mutations in observed
cancer tissue samples. Altogether, while the number of
driver mutations in a tumor is typically small – a recent
analysis of TCGA data shows it to be between 2 and 6 in
most tumors [23] – the total number of somatic muta-
tions present in a single patient tumor tissue sample can
range between 10 to above 100, depending on tissue type
and patient age. Most mutations in a cancer tissue sample
are thus passenger mutations that do not contribute posi-
tively to cancer growth. In fact, weakly deleterious effects
of multiple passenger mutations can accumulate and can
have negative impact on the tumor [24].
To discover driver mutations in the abundance of pas-

senger mutations, many approaches take the route of
calculating the background mutations rate that would
be exhibited by passenger mutations, and consider those
mutations that are observed more frequently as drivers.
These approaches employ a statistical model of somatic
mutations, typically considering them a result of a Pois-
son process, which allows for quantifying the statisti-
cal significance of any deviations from the background
mutation rate. For example, MutSig [25] uses a constant
mutation rate across all genes, and can also use meth-
ods for functional predictions of mutation significance,
such as SIFT [26], CHASM [27], Polyphen-2 [28] and
MutationAssessor [29]. MutSigCV [30] uses factors such

as chromatin state and transcription activity to estimate
gene-specific background mutation rates. PathScan [31]
utlizes a Poissonian mutation model that involves gene
lengths, and for a gene set given by the user calculates
the probability of observing that many mutations or more
under a null hypothesis that the mutations are passengers.
If the probability is low across many samples, the genes
are considered driver genes. MuSiC [32] extends PathScan
by adding knowledge about correlation between mutation
rates and factors including clinical variables such as age,
molecular variables such as the Pfam family to which the
genes belong, and sequence correlates such as base com-
position of the site and proximity among mutation sites.
DrGaP tool [33] considers 11 different types of mutation
types, with factors including G/C content near the muta-
tion site and methylation status of the site, in estimating
the background mutation rate. DOTS-Finder [34] inte-
grates functional predictions and background mutation
rate to identify driver genes.
Gene-centric methods for finding driver mutations

from cancer sequencing data are hampered by the fact that
a single driver gene is rarely mutated across many patients
with a given tumor. Only few genes, such as TP53 or
BRCA1, are mutated in large fraction of cases. Most driver
mutations are relatively rare in tumor patients: most of
individual genes are mutated in less than 5% of patients
[35]. Thus, a statistically significant detection of deviation
from background mutation rate requires large number of
samples for rare drivers.
Observations from cancer samples show the disease-

linked mutations are not confined to a specific set of loci
but, instead, they differ substantially in individual cases.
Only when seen from the level of pathways, that is, genes
related to a specific cellular process, a clearer picture
emerges. A study of pancreatic cancer has identified a core
of altered pathways common to all cases, and additional
variant pathways [36] altered in some of the patients. This
evidence has given rise to network-oriented driver detec-
tionmethods, such as HotNet [37, 38], which incorporates
protein-protein networks and uses a heat diffusion pro-
cess, in addition to gene mutation frequency, to detect a
driver subnetwork. Some methods move beyond utilizing
mutation data. For example, MEMo [39] uses gene expres-
sion to filter out genes with copy number alterations that
do not show altered expression. A more refined way of
incorporating gene expression data is used by Driver-
Net [40], which analyzes if a mutation in a gene affects
expression of genes it regulates.
In many types of tumors, only one mutation per path-

way, or functionally related group of genes, is needed
to drive oncogenesis [41–43]. Thus, the minimal set of
mutated genes required for cancer to develop would con-
sists of several sets of genes, each corresponding to a cru-
cial pathway such as angiogenesis. Within each gene set,
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in each patient exactly one gene would be mutated. That
is, all patients would be covered by a mutation in a gene
from the set, and there would be no excess coverage, that
is, no patient will have more mutations than one in the
genes from the set. This pattern has been often referred to
as mutual exclusivity within a gene set, and several meth-
ods, including Dendrix [44] andMulti-Dendrix [45], RME
[46], CoMEt [47], TiMEx [48] and MEMo [39] detect set
of driver genes by quantifying mutual exclusivity. Further
methods extend these by helping deal with observation
errors in the data [49], and with computational efficiency
of the search for driver genes [50].
Mutual exclusivity describes the combinatorial pattern

of a minimal set of genes required for oncogenesis. In
actual patient data, additional mutations in driver genes
may occur, especially for slow growing tumors. Also, some
of the mutations may be missed due to observation errors.
Thus, instead of detecting the presence or absence of
mutual exclusivity in a set of genes, driver detection algo-
rithms involve a score that penalizes for deviations from
a driver pattern. That is, a penalty is incurred for zero
mutations in a patient, or for more than one mutation.
Then, a heuristic search procedure is utilized to find a set
of genes closest to the mutual exclusivity pattern, since
finding such a set has been shown to be an NP-hard
problem [44].
Here, we propose a tool, QuaDMutEx, which brings

three novel aspects to the mutual-exclusivity-based driver
detection. First, instead of linear penalty for excess cov-
erage used in tools like Dendrix, QuaDMutEx uses a
quadratic penalty that provides a more realistic penalty
for sets with excessive number of mutations. Second,
the method allows for user-specified trade-off between
increasing coverage and decreasing excess coverage,
allowing for tailoring the method to fast- or slow-evolving
tumors. Third, QuaDMutEx uses a combination of opti-
mal search that results in globally optimal solutions to
subproblems with a stochastic search through a series of
subproblems, allowing for more effective search through
the space of possible driver gene sets. We evaluated
our method on data obtained literature and from the
Cancer Genome Atlas. Our method shows higher cover-
age and higher mutual exclusivity than four state-of-the-
art tools: Dendrix, TiMEx, RME and CoMEt. Compared
to DriverNet, a non-exclusivity based tool, it returns com-
plementary sets of putative cancer driver genes of compa-
rable quality when evaluated against the COSMIC cancer
database.

Methods
The proposed algorithm for detecting driver mutations in
cancer operates at the gene level. That is, on input, we are
given an n by p mutation matrix G, where n is the num-
ber of cancer patients with sequenced cancer cell DNA,

and p is the total number of genes explored. The matrix
is binary, that is, Gij = 1 if patient i has a non-silent
mutation in gene j; otherwise, Gij = 0. A row vector Gi
represents a row of the matrix corresponding to patient i.
The solution we seek is a sparse binary vector x of length
p, with xj = 1 indicating that mutations of gene j are can-
cer driver mutations. We will often refer to the nonzero
elements of x as the mutations present in x.
In designing the algorithm for choosing the solution

vector x, we assumed that any possible vector is penalized
with a penalty score based on observed patterns of driver
mutations in human cancers. We expect that each patient
has at least one mutation in the set of genes selected in the
solution; however, in some cases, the mutation may not be
detected. Also, while several distinct pathways need to be
mutated to result in a growing tumor, typically one muta-
tion in each of those pathways suffices. The chances of
accumulating additional mutations in the already mutated
pathway are low, and decrease with each additional muta-
tion. We capture this decreasing odds through a quadratic
penalty associated with x given the observed mutationsGi
in patient i

L(Gi, x) = 1 + k
2

(Gix − 1)
(
Gix − 2

1 + k

)
. (1)

The term Gix captures the number of mutations from
solution x present in patient i. The penalty is parameter-
ized by a non-negative real number k to be chosen by the
user. It captures the ratio of penalty for exactly two muta-
tions in genes from set x present in patient i to penalty for
no mutation from set x present in patient i. We incur no
penalty if the number of mutated genes from x in a given
patient is one. The effect of k on the penalty can be seen in
Fig. 1. For example, for a tumor with strong mutator phe-
notype where more mutations are present one can set k to
a low value, lowering the penalty for multiple mutations in
genes from set x present in a patient.
In addition, we expect that the number of genes harbor-

ing driver mutations in a given pathway is small. Hence,
we introduce a penalty on the number of genes selected in
the solution, in a form of L0 pseudo-norm, L0(x) = ||x||0.
The effect of introducing the penalty can be seen in Fig. 2.
The total penalty for a possible solution vector x is a sum

of per-patient penalties and the solution-size penalty:

L(G, x) =
n∑

i=1
L(Gi, x) + CL0(x)

=
n∑

i=1

1 + k
2

(Gix − 1)
(
Gix − 2

1 + k

)
+ C||x||0.

(2)
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Fig. 1 Effect of different values of parameter k on penalty L(Gi , x), in a
function of Gix, i.e., the number of mutations from solution x present
in patient i

The parameter C controls the trade-off between min-
imization of L(Gi, x) terms and of the L0 pseudo-norm.
It can alternatively be seen as the penalty incurred by
increasing the number of genes in the solution x by one.
Minimization of L(G, x) can be viewed as an uncon-

strained binary quadratic problem (BQP) with the solu-
tion space involving binary vectors x of length p:

minimize
x

xTQx − f Tx (3)

subject to 0 ≤ x ≤ 1
x ∈ Z

where Q = k + 1
2

GTG

f = k + 3
2

GT1n − C1p

where 1n represents a unit vector of length n.

Fig. 2 Illustration of the role of the penalty for the solution size on the
driver selection problem with six genes and four patients. Without the
L0 term, either violet or blue genes are equally good optimal solutions.
Inclusion of L0 pseudo-norm makes the blue solution a preferred one

BQPs are known to be NP-hard in general [51]. How-
ever, the optimal solution can be obtained quickly for
problems of small size. Our approach in solving this prob-
lem involves a meta-heuristic based on Markov-Chain-
Monte-Carlo search combined with optimal local search
for small subproblems. The algorithm is presented below.
The main QuaDMutEx algorithm goes through T itera-

tions, and in each considers a solution x containing up to
ν genes. In each iteration, a new candidate solution is gen-
erated by randomly modifying the current solution vector.
The new candidate solution is then modified by dropping
some genes, based on exact binary quadratic optimization
(Eq. 3) involving ν genes present in the candidate solu-
tion. If the optimized solution is better than the solution
from previous iteration, it is accepted. If not, it is accepted
with probability depending on the difference in quality of
the previous and the current solution. Throughout itera-
tions, the solution x∗ with the lowest value of the objective
function (Eq. 2) is kept.

Algorithm QuaDMutEx
1: procedure QUADMUTEX(G,C, k, ν,T ,�, σ )
2: x0 = 0
3: L∗ = L0 = ∞
4: for t ← 1, ...,T do
5: x=RANDOMGENERATENEWSOLUTION(xt−1, ν,�)
6: x, L=LOCALOPTIMIZESOLUTION(G, x,C, k)
7: if L < L∗ then
8: L∗ = L
9: x∗ = x

10: end if
11: P=exp(− L−Lt−1

σ
)

12: r=RANDOMUNIFORM[0,1]
13: if r < P then
14: Lt = L
15: xt = x
16: else
17: Lt = Lt−1

18: xt = xt−1

19: end if
20: end for
21: return x∗
22: end procedure

The random process generating a new candidate solu-
tion based on current solution always returns a solution
with exactly ν genes. If the current solution already has ν

genes, one of them will be randomly replaced with a gene
not in the solution. The gene to be removed is chosen at
random with uniform probability of 1/ν. The gene to be
added is chosen by random sampling from a distribution
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�∼x, which is defined through a user-supplied distribu-
tion � over all genes, modified to have 0 probability for
the genes currently in solution x. If the current solution
contains less than ν genes, the solution is expanded to
include ν genes, and the ν − ||x||0 genes to be added are
sampled without replacement according to �∼x. In our
experiments, we used � proportional to the logarithm
of the frequency of a mutation in a given gene among
patients in the dataset.

Algorithm QuaDMutEx: RandomGenerateNewSolution
1: procedure RANDOMGENERATENEWSOLU-

TION(x, ν,�)
2: if ||x||0 = ν then
3: x=RANDOMREPLACEONE(x,�∼x)
4: else
5: x=x + RANDOMSAMPLE(ν − ||x||0,�∼x)
6: end if
7: return x
8: end procedure

The local search for an improved new solution returns
an optimized solution x and its penalty score, L. It operates
by limiting the problem to the ν genes present in the new
candidate solution. That is, we create a n by ν submatrix
Gx by choosing from G columns for which x = 1. Thus,
we have an NP-hard binary QP problem with number of
variables small enough that that problem can be quickly
solved to the optimum using standard techniques. In our
experiments, for datasets with below 1000 patients, values
of ν up to 50 lead to BQP problems where global opti-
mum could be reached in less than a second on a desktop
workstation.

Algorithm QuaDMutEx: LocalOptimizeSolution
1: procedure LOCALOPTIMIZESOLUTION(G, x,C, k)
2: Gx = SUBMATRIX(G, x)
3: x, L = BINARYQP(Gx,C, k)
4: return x, L
5: end procedure

In the proposed approach, the solution vector x from
a single run of QuaDMutEx will capture a set of driver
genes that are functionally related and thus exhibit mutual
exclusivity pattern, for example genes that are all part of
a pathway that needs to be mutated in oncogenesis. To
uncover a comprehensive set of driver genes for a specific
cancer type, spanningmultiple functional subsystems vital
to oncogenesis, the algorithm should be applied multiple
times, each time removing the genes found in prior runs
from consideration.

Results and discussion
Evaluation on real cancer datasets
We evaluated the proposed algorithm using four somatic
mutation datasets (see Table 1), one from the Cancer
Genome Atlas (TCGA) database and three from litera-
ture. Two datasets were originally used by the authors
of Dendrix: somatic mutations in lung cancer (LUNG),
and a dataset relating to Glioblastoma Multiforme (GBM)
that includes not only somatic mutations but also copy
number alternations. The ovarian cancer dataset (OV)
was originally used by the authors of TiMEx tool [48]. A
larger dataset of mutations in samples from Breast Inva-
sive Carcinoma (BRCA) was downloaded from TCGA.
Following standard practice, in the BRCA dataset we
removed known hypermutated genes that have no role in
cancer [30], including olfactory receptors, mucins, and a
few other genes such as titin. For each dataset, each gene
in each patient was marked with one if it harbored one or
more mutation, and with zero otherwise, resulting in the
input matrix G for QuaDMutEx.

Quantitative evaluation of QuaDMutEx results
We ran QuaDMutEx on the four datasets: GBM, OV,
LUNG, and BRCA. In the tests, we set the maximum
size of the gene set to be ν = 30. We set k = 1,
indicating neutral stance with respect to the trade-off
between coverage and excess coverage. The value of C,
the weight of the gene solution size penalty, was set to
0.5 for GBM, the dataset with the smallest number of
genes measured, to 1 for the LUNG and OV datasets
which have twice the number of genes compared to GBM,
and to 1.5 for BRCA, the dataset with much larger num-
ber of genes. We ran QuaDMutEx for 10,000 iterations,
which corresponds to running times below 10 minutes
for each dataset. For GBM and BRCA, we also ran addi-
tional experiments with the default parameter values:
k = C = 1.
To assess statistical significance of the results returned

by QuaDMutEx, we used the method proposed in [44]. In
short, we randomly permuted the contents of each col-
umn of the input patient-gene matrix, which results in
randomized dataset in which, for each gene, the number
of patients harboring a mutation in the gene is preserved,
but any pattern of mutation within a row, that is, within

Table 1 Summary of mutation-only datasets used in
experimental validation of QuaDMutEx

Dataset Samples (n) Genes (p) Mutations

GBM 84 178 809

OV 316 312 3004

LUNG 163 356 979

BRCA 771 13,582 33,385
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each single patient, is lost. We created 1000 randomized
datasets and ran QuaDMutEx on each dataset. The value
of the objective function observed on the original dataset
was then compared with the distribution of objective
function values on the randomized datasets to obtain
a p-value estimate. The results of the tests, presented
in Table 2, show that for all four datasets, QuaDMu-
tEx returns gene sets that are statistically significant
at 0.05.
The quadratic penalty provides a single-metric mea-

sure for what is essentially a two-criterion optimization
problem involving simultaneous maximization of cov-
erage and mutual exclusivity. To capture each of these
independently, we used two metrics, coverage and excess
coverage:

• coverage =
number of patients covered by at least one gene from the set

total number of patients• excess coverage=
number of patients covered by more than one gene from the set
number of patients covered by at least one gene from the set

These metrics together capture how well a gene set con-
forms to the pattern expected of driver genes. Both of
the metrics range from 0 to 1. A perfect pattern would
have coverage of 1 and excess coverage of 0, indicating full
mutual exclusivity.

Comparison with other mutual-exclusivity-basedmethods
For comparison, we used RME [46], TiMEx [48], CoMEt
[47] and Dendrix [44] as they are all from the de novo
discovery family of methods [11] for driver detection,
and all utilize only genetic data, same as QuaDMutEx.
We ran the four tools on the same four datasets: GBM,
OV, LUNG, and BRCA. For TiMEx, , which does not
require the user to specify the number of genes in the
solution, we ran the tool with default parameters. Den-
drix, RME and CoMEt require the user to provide the
desired solution size. For Dendrix, we performed 29 runs
for each dataset, with the solution size parameter rang-
ing from 2 genes to 30 genes, and picked the solution

Table 2 Quantitative characteristics of QuaDMutEx results. For all
four datasets, the solutions are statistically significant at p < 0.05

Dataset Parameters Genes Quadratic Estimated
penalty p-value

GBM k = 1, C = 0.5 12 18 0.023

GBM k = C = 1 (default) 7 20.5 0.001

OV k = C = 1 (default) 3 17 0.010

LUNG k = C = 1 (default) 15 59 0.036

BRCA k = 1, C = 1.5 20 393 0.002

BRCA k = C = 1 (default) 26 399 0.002

size with the best Dendrix score. Each run involved 107
iterations. For CoMEt the running time increases steeply
with the requested solution size, thus we used sizes for
which a single run finishes in less than 48 h; in result,
we tested solution sizes 2, 3, 4 ,5 for GBM and OV,
between 2 and 6 for LUNG, and between 2 and 10 for
BRCA. For RME, we used solution sizes between 2 and
5 genes, as recommended by the authors of the tool. For
BRCA dataset, RME invoked with default parameters does
not return any valid solution; to circumvent this prob-
lem, we executed RME for BRCA with the minimum gene
frequency parameter lowered to 0.02 from the default
value of 0.1. For the other three datasets, we used the
default value.

Table 3 Comparison between QuaDMutEx and other methods.
For QuaDMutEx, we used default parameter values k = 1 and
C = 1 unless specified otherwise

Method Genes Coverage Excess Dendrix
coverage score

GBM: Glioblastoma multiforme

TiMEx 3 0.7857 0.0606 62

RME 3 0.7857 0.0606 62

CoMEt 5 0.8452 0.0845 65

Dendrix 9 0.8571 0.0556 68

QuaDMutEx (C=0.5) 12 0.9286 0.0769 72

QuaDMutEx 7 0.8690 0.0822 67

OV: Ovarian Cancer

TiMEx 2 0.9525 0 301

RME 5 0.9494 0.1 62

CoMEt 2 0.9525 0 301

Dendrix 3 0.9557 0 302

QuaDMutEx 3 0.9557 0 302

LUNG: Lung Adenocarcinoma

TiMEx 2 0.5521 0 90

RME 3 0.6748 0.1273 96

CoMEt 6 0.6196 0 101

Dendrix 12 0.6809 0.0270 108

QuaDMutEx 15 0.8160 0.1053 119

BRCA: Breast Invasive Carcinoma

TiMEx 3 0.4202 0.1006 289

RME 3 0.3865 0.0268 290

CoMEt 3 0.2620 0 202

Dendrix 29 0.5811 0.09598 402

QuaDMutEx (C=1.5) 20 0.6109 0.1338 408

QuaDMutEx 26 0.6342 0.1595 411

Highest result for each dataset indicated in italics
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We used the objective function maximized by Dendrix,
which can be expressed using the notation introduced in
theMethods section asDendrix score = n−∑n

i=1 |Gix−1|,
as the metric for evaluating the tool. Essentially, the
Dendrix score equals to total coverage minus coverage
overlap, where total coverage is the number of patients
covered by at least one gene from the given gene set,
and coverage overlap is total count of all mutations in
genes from the set that are in excess of one muta-
tion per patient. High-quality solutions should have high
Dendrix score.
The results of the tests, presented in Table 3, show

that QuaDMutEx consistently returns higher quality solu-
tions than all other methods. Only on the OV dataset,
Dendrix discovers the same set of genes as QuaDMutEx.
Remarkably, the quality of solutions from QuaDMutEx
is higher even though the score used as the metric, the
Dendrix score, is not function optimized by QuaDMu-
tEx, but is the objective function of Dendrix. These results
show that the proposed optimization scheme that com-
bines stochastic heuristic approach with exact solution to
a series of tractable subproblems is more efficient than
the heuristic approach employed in Dendrix. The puta-
tive cancer driver gene sets discovered by QuaDMutEx
are mostly different than sets returned by other tools
(see Fig. 3).

We also checked how QuaDMutEx performs with
respect to coverage and excess coverage, and compared
the results with those of Dendrix, RME, TiMEx, and
CoMEt. One of the features of QuaDMutEx is the flex-
ibility in choosing the parameter k, which controls the
trade-off between high coverage but higher excess cover-
age solutions and low excess coverage but lower coverage
solutions. Thus, we ran QuaDMutEx with a range of
values of parameter k = 0.25, 0.5, 1, 1.5, 2, 2.5, 4. As pre-
viously, the value of C was set to 0.5 for GBM, to 1 for
the LUNG and OV, and to 1.5 for BRCA. The number
of iterations was again set to 10,000. For each parame-
ter setting, we ran QuaDMutEx 5 times. We also gathered
results from 5 runs of Dendrix for the best-performing
solution size. For RME, TiMEx, and CoMEt the results
do not vary from run to run, so we instead picked top
five solution from a single run. Then, we quantified cov-
erage and excess coverage. The results in Fig. 4 show
that QuaDMutEx solutions are on the Pareto-optimality
frontier of all (RME, TiMEx, CoMEt, Dendrix and QuaD-
MutEx) solutions. For each Dendrix, TiMEx and CoMEt
solution, there is a QuaDMutEx solution that is better: has
higher coverage and lower excess coverage. These results
further confirm results from Table 3 showing that the
proposed tool improves upon the state-of-the-art. Data
for OV are not shown graphically, as there is very little

Fig. 3 Comparison of putative cancer driver gene sets returned by QuaDMutEx and the other tools. Genes found by a tool are in dark blue
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a

b

c

Fig. 4 Comparison of results from QuaDMutEx using different values
of parameter k with results from other tools, in terms of coverage and
excess coverage: a) GBM; b) LUNG; c) BRCA. In all three datasets,
QuaDMutEx results are on the Pareto frontier

variability in solutions returned by the methods and the
plot only confirms what is presented in Table 3.

Effects of parameters on QuaDMutEx
The proposed methods allows for adjusting the penalty
for expanding the solution size, through a parameter C
that corresponds to the additional penalty for increas-
ing the number of genes in the solution by one. It also
allows for tweaking the trade-off between coverage and
mutual exclusivity, through a parameter k that captures
the ratio of penalty for one excess mutation in a patient

to penalty for the patient not being covered by any muta-
tion. We have analyzed how these two parameters affect
the solution by running QuaDMutEx for 10,000 itera-
tions for parameters C = 0.25, 0.5, 1, 1.5, 2, 2.5, 4 and k =
0.25, 0.5, 1, 1.5, 2, 2.5, 4.
Figure 5 shows that the parameter C achieves its design

goal, that is, solutions with higher C include fewer genes.
The figures also show that as the penalty for the size of
the solution set is lowered, by specifying lower value of
C, the coverage of patients by genes in the solution tends
to increase for the three small datasets, where high val-
ues of C reduce the solution size to only a few genes and
thus necessarily lower coverage. This effect is not present
in the large dataset, BRCA, where C does not impact cov-
erage. Changing C does not show any impact on excess
coverage.
Changes in parameter k result in changes in coverage

and excess coverage, but has no substantial impact on the
number of genes in the solution. The results show that, as
intended, lower values of k lead to higher coverage, at the
cost of higher excess coverage, than high values of k. Thus,
for slow growing tumors, tumors with elevated mutator
phenotypes, or tumors in old patients, where many muta-
tions may occur by chance and higher excess coverage is
expected, low values of k is preferred over high k values.

Qualitative assessment of QuaDMutEx results
To validate the ability of QuaDMutEx to take only muta-
tion data and discover rare putative cancer driver genes,
which are the most hard to find using traditional methods
that rely on mutation frequency in patient population, in
each of the four datasets we focused on the genes in the
solution with the fewest number of mutations. See Table 4
for a complete list of all genes in the solution, and for
the number of mutations for each gene in each dataset.
In addition to literature review, we also used DriverDBv2
[7], a database of previously discovered cancer driver
genes, to further validate the quality of QuaDMutEx
solutions.
In the brain tumor dataset, eight identified genes are

each mutated in only 1 out of 84 patients. Out of these,
ITGB3 has known role in multiple cancers [52, 53],
TRIM2 has tumor suppressing function in ovarian cancer
[54] and plays a role in brain, the source of the ana-
lyzed tissue [55], WEE1 is already a target for cancer
therapy [56], and CHD5 is a known tumor suppressor [57].
Changes in expression of MARK4 have been observed
in glioblastomas [58]. While no cancer role has been so
far identified for carboxylesterase 3 (CES3), it is known
to be expressed in the source tissue of our samples, the
brain [59]. SHH gene has been linked to glioma growth
[60], as well as to other cancers [61]. Finally, IQGAP1
is believed to play a role in cell proliferation and cancer
transformation [62].
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Fig. 5 Effects of parameters C and k on QuaDMutEx results, i.e., coverage (a,d,g,j), excess coverage (b,e,h,k), and genes in solution (c,f,i,l), for GBM
dataset (a,b,c), OV dataset (d,e,f), LUNG dataset (g,h,i), and BRCA dataset (j,k,l)

In the ovarian cancer dataset, KRAS, a known proto-
oncogene, was found mutated in two patient. Eosinophil
cationic protein (RNase 3) was found in only one patient.
The protein, while not present in DriverDBv2 and not
directly related to oncogenesis, has cytotoxic activity and
was recently shown to inversely affect viability of cancer
cell lines [63] and thus its mutations may affect human
tumor growth.
In the QuaDMutEx solution for the lung datasets, six

putative cancer driver genes are each mutated in only two

of the 356 patients, and additional four are mutated in
single patients. Among these, role of ABL1 in cancer is
well established. PAK6 has been shown to be involved in
prostate cancer [64], and presence of MAST1 mutations
has been detected in lung samples [65]. The expression
of CYSLTR2 gene is a prognostic marker in colon can-
cer [66]. RPS6KA2 gene is a putative tumor suppressor
gene in ovarian cancer [67], and FES is a known proto-
oncogene [68]. BAX is an oncoprotein with known role in
cancers [69], including lung cancer [70]. Mutations in the
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Table 4 Putative driver gene sets discovered by QuaDMutEx

Putative driver genes Estimated
discovered by QuaDMutEx p-value

GBM: Glioblastoma multiforme

CDKN2B (43) TSFM (16) RB1 (10) ERBB2 (7)
ITGB3 TRIM2 WEE1 CHD5 MARK4 CES3 SHH
IQGAP1 (1)

0.023

OV: Ovarian cancer

TP53 (299) KRAS (2) RNASE3 (1)
0.010

LUNG: Lung Adenocarcinoma

KRAS (60) STK11 (34) EGFR (30) EPHB1 (4)
MAP3K3 (3) ABL1 PAK6MAST1 CYSLTR2
RPS6KA6 FES (2) BAX PIK3C2B RANBP9 RPSA (1)

0.036

BRCA: Breast Invasive Carcinoma

TP53 (194) PIK3CA (138) GATA3 (80) NBPF1 (27)
CTCF (18) ATM (16) FOXA1 (15) TMEM132C (6)
CABIN1 SRGAP2 KIAA1310 (5) CASP8AP2
TSNARE1 (4)ADCY1PITX2PSG11 (3)ANKRD34B
KRT14MSI1 TWISTNB (2)

0.002

For each gene, in parentheses, we provide the number of patients in the dataset
that harbored a mutation in that gene. Genes in bold are present int the DriverDBv2
[7] database of previously discovered cancer drivers

PIK3C2B gene were previously observed in lung and other
tumors [71, 72]. There is emerging evidence of a role of
RANBP9 gene in lung cancer [73]. The 67-kDA laminin
receptor gene RPSA, while not present in DriverDBv2, is
known to play a role in tumor growth [74, 75].
Among the putative driver genes discovered by QuaD-

MutEx in the BRCA samples, nine weremutated in four or
fewer of the 771 patients. Two among the genes that were
mutated inmore than four patients were not present in the
DriverDBv2 database: NBPF1 and KIAA1310. However,
NBPF1 has recently been identified as tumor suppressor
gene [76]. KIAA1310 (KANSL3) is a member of KANSL
family which plays a role in cell cycle and reduction of
its function is associated with cancer [77]. Of the rarely
mutated genes, only TSNARE1 gene is likely to be a false
positive. CASP8AP2 gene has been previously linked to
cancer [78, 79]. No direct role in oncogenesis for ADCY1
gene has been reported, however it has been found down-
regulated in osteosarcomas [80]. PITX2 is a recurrence
marker in breast cancer [81]. PSG11 gene has been shown
to be correlated with survival in ovarian cancer [82].
Ankyrin repeat proteins, though not ANKRD34B specifi-
cally, have been previously reported as promoting cancer
development [83]. KRT14 gene dysregulation was recently
linked with breast cancer metastases [84]. MSI1 is puta-
tive therapeutic target in colon cancer [85]. TWISTNB is
a component of the RNA polymerase I complex, and while
TWISTNB gene has not been previously linked to cancer,
mutations in polymerase subunits, cofactors, and media-
tors are known factors in malignancy [86]. Together, these

results confirm that QuaDMutEx is effective in identify-
ing cancer driver mutations even if they are rare in the
analyzed patient group.

Comparison with gene expression-based driver discovery
In addition to methods that use only genomic muta-
tion data, we also compared QuaDMutEx to Driver-
Net, a method that uses a biological network and gene
expression data in addition to mutation data. We used
four genomic-transcriptomic datasets that are provided
with the DriverNet tool: triple negative breast cancer
(eTNB), glioblastoma multiforme (eGBM), high-grade
serous ovarian cancer (eHGS), and METABRIC breast
cancer (eMTB) datasets. The summaries of the datasets
are provided in Table 5.
DriverNet was executed using default parameters on

the full information contained in the dataset, that is, the
genomic, transcriptomic, and biological network infor-
mation. The solution gene sets include all genes found
by DriverNet to be statistically significant at the 0.05
p-value threshold. QuaDMutEx was executed using only
the genomic data describing presence or absence of a
mutation in a given gene in a given patient. We used the
default value of k = 1, and set the value of C to 1.5, with
the exception of the smallest dataset, eTNB, for which
we used C = 1. We compared the putative cancer driver
gene sets discovered by the two tools using coverage,
excess coverage, and the Dendrix score, as described
above.
For the eGBM dataset, QuaDMutEx shows much higher

coverage and much lower excess coverage (see Table 6).
For the other three datasets, QuaDMutEx shows much
lower excess coverage than DriverNet, at the cost of a
moderate decrease in coverage. These results reflect the
fact that DriverNet is not designed to take mutual exclu-
sivity of genes into consideration. On the other hand,
DriverNet return many more genes than QuaDMutEx. A
single run of QuaDMutEx is designed to return a single set
of genes with low excess coverage, and does not include all
putative driver genes - these can be detected with another
run of QuaDMutEx.
To provide a comparison that does not involve mutual

exclusivity, we used the COSMIC database of muta-
tions in cancer, and we introduced iterated QuaDMutEx,

Table 5 Summary of genomic-transcriptomic datasets used in
comparison with DriverNet

Dataset Samples (n) Genes (p) Mutations

eTNB 94 4594 6007

eGBM 120 3747 8141

eHGS 316 13278 22897

eMTB 696 13076 51255
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Table 6 Comparison between QuaDMutEx and DriverNet

Method Genes Coverage Excess Dendrix
coverage score

eTNB: Triple negative breast cancer

DriverNet 64 0.6809 0.4688 18

QuaDMutEx (C=1) 16 0.8315 0.0270 72

eGBM: Glioblastoma multiforme

DriverNet 19 0.9412 0.8839 -183

QuaDMutEx (C=1.5) 6 0.8067 0.0938 87

eHGS: high-grade serous ovarian cancer

DriverNet 77 0.9430 0.6946 -110

QuaDMutEx (C=1.5) 14 0.8734 0 276

eMTB: METABRIC breast cancer

DriverNet 92 0.4670 0.7785 -1151

QuaDMutEx (C=1.5) 18 0.4071 0.0876 250

Highest result for each dataset indicated in italics

which increases the number of genes found by QuaDMu-
tEx to the numbers similar to DriverNet. We performed
four executions of QuaDMutEx, after each run remov-
ing the genes discovered so far from the dataset, so that
they do not prevent discovery of additional genes that
are not mutually exclusive with previously discovered
ones. We then pooled the four high-exclusivity gene sets
into a single high-coverage set. Since mutual exclusiv-
ity can be expected only for a set of functionally-related

genes, for example genes from a single cancer-related
pathway, a single call to QuaDMutEx corresponds to
a single-pathway query, and calling QuaDMutEx itera-
tively corresponds to a multi-pathway query, facilitat-
ing comparison with DriverNet which does not have a
single-pathway focus.
To measure the quality of solutions returned by Driver-

Net and iterated QuaDMutEx in a way independent of
any mutual exclusivity of gene mutations, we compared
the numbers of COSMIC occurrences of mutations in
genes returned by DriverNet with occurrence numbers
for QuaDMutEx gene sets. Specifically, for each gene in
a discovered gene set, we queried COSMIC for the num-
ber of observed mutations in that gene. We then plotted a
complementary cumulative distribution function (CCDF)
over the numbers over the whole gene set. For exam-
ple, for the eHGS dataset, for both QuaDMutEx and
DriverNet, the CCDF value at 1000 is approximately 0.14,
indicating that for both methods, 14% of the genes in
the solution set have more than 1000 mutation each in
COSMIC, while for 86% of genes in the solution set a
COSMIC query for the gene results in at most 1000
mutations. The results in Fig. 6 indicate that iterated
QuaDMutEx and DriverNet perform similarly on eTNB
and eGBM datasets, and on eHGS and eMTB both per-
form similarly for majority of the mutation counts range,
with DriverNet having an edge at the numbers below that
threshold.
Genes returned by QuaDMutEx are to large extent

different than those returned by DriverNet (see Fig. 7),

a b

c d

Fig. 6 Complementary cumulative distribution function plots for QuaDMutEx, iterated QuaDMutEx, and DriverNet, for eTNB (a), eGBM (b), eHGS (c),
and eMTB (d) datasets
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Fig. 7 Comparison of putative cancer driver gene sets returned by QuaDMutEx, iterated QuaDMutEx, and DriverNet. Genes found by a tool are in
dark blue

showing that the expression-based approach used in
DriverNet and the mutation-only approach used in
QuaDMutEx are complementary. We validated the genes
discovered by QuaDMutEx (Table 7) in DriverDB2, a
database of genes previously discovered as cancer drivers.
For eTNB and eGBM datasets, all the genes discov-
ered by QuaDMutEx are present in DriverDB2 database.
In eHGS dataset, only ANKRD36B was not found in
DriverDB2. However, ANKRD36B gene was identified in
rare germline copy number variations in renal clear cell
carcinoma [87], and also correlates with cellular sensi-
tivity to chemotherapeutic agents [88]. In eMTB dataset,
TRA@ gene is not present in DriverDB2, but it has
been previously found to be linked to breast cancer [89].
TRA@ os also one of the genes that were discovered
both by DriverNet and by QuaDMutEx. TBC1D3P2 is
recurrently mutated in meningioma cell lines [90] and
is a pseudogene for TBC1D3, a known oncogene [91].
There is no information available about AC116655.7-12
and AC116165.7-3, and at this point we classify both as
false positives.

Conclusions
Superior ability to improve on both coverage and excess
coverage of the detected driver gen sets on datasets from
different types of cancer shows that QuaDMutEx is a tool

Table 7 Putative driver gene sets discovered by QuaDMutEx

Putative driver genes Estimated
discovered by QuaDMutEx p-value

eTNB: Triple negative breast cancer

TP53 (35) PARK2 (6) ROBO2 DUSP22 (4)
SAGE1 ANKRD11 NR3C1 (3) BAP1 BRAF ATG7 (2)
ZNF257 IDH3B ZNF826 RP11-119B16.1 PSG5
MSR1 (2)

0.001

eGBM: Glioblastoma multiforme

CDKN2B (52) TP53 (38) NUP107 (9) HLA-E SAC
SPRED3

0.001

eHGS: high-grade serous ovarian cancer

TP53 (249) GLI1 (3) ABHD6 CHMP4A EP400
EPS8L3 FRMD1 (2) GPATCH8MCM4 GFRA1
LPPR4 PTK2WRN ANKRD36B (2)

0.001

eMTB: METABRIC breast cancer

C17orf37(MIEN1) (82) BAG4 (52) CLNS1A (37)
PSG1 (24) C20orf133(MACROD2) (19) BCAS1 (17)
PTEN(16) RTF1 ALOXE3 (7) TRA@ AC116165.7-3 (6)
TBC1D3P2 (5) CTSK AC116655.7-12 LANCL2 (4)
ITSN2 (3) DEFB126 (3) SLC35F3 (2)

0.001

For each gene, in parentheses, we provide the number of patients in the dataset
that harbored a mutation in that gene. Genes in bold are present in the DriverDBv2
[7] database of previously discovered cancer drivers
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that should be part of a state-of-the-art toolbox in the
driver gene discovery pipeline. It can help detect low-
frequency driver genes that can be missed by existing
methods.

Acknowledgments
The authors thank the development team of Gurobi for their work.

Funding
TA is supported by NSF grant IIS-1453658.

Availability of data andmaterials
No new data were generated for this manuscript. The mutation data used in
the tests was obtained from public sources as described in the manuscript.
The analyzed data in MATLAB format, and the QuaDMutEx source code, are
available in MATLAB format for download from https://github.com/bokhariy/
QuaDMutEx under the GNU GPLv3 license.

Authors’ contributions
YB and TA conceived the method and drafted the manuscript. YB
implemented the method. YB and TA performed and analyzed the
experiments. YB and TA read and approved the final manuscript.

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Received: 21 March 2017 Accepted: 16 October 2017

References
1. Devilee P, Cornelisse CJ. Somatic genetic changes in human breast

cancer. Biochim Biophys Acta (BBA)-Rev Cancer. 1994;1198(2):113–30.
2. Knudson AG. Cancer genetics. Am J Med Genet. 2002;111(1):96–102.
3. Bertram JS. The molecular biology of cancer. Mol Asp Med. 2000;21(6):

167–223.
4. Vogelstein B, Papadopoulos N, Velculescu VE, Zhou S, Diaz LA,

Kinzler KW. Cancer genome landscapes. Science. 2013;339(6127):1546–58.
5. Bignell GR, Greenman CD, Davies H, Butler AP, Edkins S, Andrews JM,

Buck G, Chen L, Beare D, Latimer C, et al. Signatures of mutation and
selection in the cancer genome. Nature. 2010;463(7283):893–8.

6. Forbes SA, Beare D, Gunasekaran P, Leung K, Bindal N, Boutselakis H,
Ding M, Bamford S, Cole C, Ward S, et al. COSMIC: exploring the world’s
knowledge of somatic mutations in human cancer. Nucleic Acid Res.
2015;43(D1):805–11.

7. Chung IF, Chen CY, Su SC, Li CY, Wu KJ, Wang HW, Cheng WC.
DriverDBv2: a database for human cancer driver gene research. Nucleic
Acid Res. 2016;44(D1):975–9.

8. Damodaran S, Miya J, Kautto E, Zhu E, Samorodnitsky E, Datta J,
Reeser JW, Roychowdhury S. Cancer Driver Log (CanDL): catalog of
potentially actionable cancer mutations. J Mol Diagn. 2015;17(5):554–9.

9. Chen Y, McGee J, Chen X, Doman TN, Gong X, Zhang Y, Hamm N,
Ma X, Higgs RE, Bhagwat SV, et al. Identification of druggable cancer
driver genes amplified across TCGA datasets. PLoS One. 2014;9(5):98293.

10. Martinez-Ledesma E, de Groot JF, Verhaak RG. Seek and destroy: Relating
cancer drivers to therapies. Cancer Cell. 2015;27(3):319–21.

11. Dimitrakopoulos CM, Beerenwinkel N. Computational approaches for the
identification of cancer genes and pathways. Wiley Interdiscip Rev Syst
Biol Med. 2017;9(1).

12. Ding L, Wendl MC, McMichael JF, Raphael BJ. Expanding the
computational toolbox for mining cancer genomes. Nat Rev Genet.
2014;15(8):556.

13. Chen J, Sun M, Shen B. Deciphering oncogenic drivers: from single
genes to integrated pathways. Brief Bioinform. 2014;16(3):413–28.

14. Schuster SC. Next-generation sequencing transforms today’s biology.
Nature. 2007;200(8):16–18.

15. Weinstein JN, Collisson EA, Mills GB, Shaw KRM, Ozenberger BA,
Ellrott K, Shmulevich I, Sander C, Stuart JM, Network CGAR, et al. The
Cancer Genome Atlas Pan-Cancer analysis project. Nat Genet.
2013;45(10):1113–20.

16. Drake JW, Charlesworth B, Charlesworth D, Crow JF. Rates of
spontaneous mutation. Genetics. 1998;148(4):1667–86.

17. Tomasetti C, Vogelstein B, Parmigiani G. Half or more of the somatic
mutations in cancers of self-renewing tissues originate prior to tumor
initiation. Proc Natl Acad Sci. 2013;110(6):1999–2004.

18. Schuster-Böckler B, Lehner B. Chromatin organization is a major influence
on regional mutation rates in human cancer cells. Nature. 2012;488(7412):
504–7.

19. Bianconi E, Piovesan A, Facchin F, Beraudi A, Casadei R, Frabetti F,
Vitale L, Pelleri MC, Tassani S, Piva F, et al. An estimation of the number
of cells in the human body. Ann Hum Biol. 2013;40(6):463–71.

20. Barker N. Adult intestinal stem cells: critical drivers of epithelial
homeostasis and regeneration. Nat Rev Mol Cell Biol. 2014;15(1):19–33.

21. Loeb LA. Human cancers express mutator phenotypes: origin,
consequences and targeting. Nat Rev Cancer. 2011;11(6):450–7.

22. Kennedy SR, Schultz EM, Chappell TM, Kohrn B, Knowels GM, Herr AJ.
Volatility of mutator phenotypes at single cell resolution. PLoS Genet.
2015;11(4):1005151.

23. Kandoth C, McLellan MD, Vandin F, Ye K, Niu B, Lu C, Xie M, Zhang Q,
McMichael JF, Wyczalkowski MA, et al. Mutational landscape and
significance across 12 major cancer types. Nature. 2013;502(7471):
333–9.

24. McFarland CD, Korolev KS, Kryukov GV, Sunyaev SR, Mirny LA. Impact of
deleterious passenger mutations on cancer progression. Proc Natl Acad
Sci. 2013;110(8):2910–915.

25. Chapman MA, Lawrence MS, Keats JJ, Cibulskis K, Sougnez C,
Schinzel AC, Harview CL, Brunet JP, Ahmann GJ, Adli M, et al. Initial
genome sequencing and analysis of multiple myeloma. Nature.
2011;471(7339):467–72.

26. Ng PC, Henikoff S. SIFT: predicting amino acid changes that affect protein
function. Nucleic Acids Res. 2003;31(13):3812–814.

27. Carter H, Chen S, Isik L, Tyekucheva S, Velculescu VE, Kinzler KW,
Vogelstein B, Karchin R. Cancer-specific high-throughput annotation of
somatic mutations: computational prediction of driver missense
mutations. Cancer Res. 2009;69(16):6660–667.

28. Adzhubei IA, Schmidt S, Peshkin L, Ramensky VE, Gerasimova A, Bork P,
Kondrashov AS, Sunyaev SR. A method and server for predicting
damaging missense mutations. Nat Methods. 2010;7(4):248–9.

29. Reva B, Antipin Y, Sander C. Predicting the functional impact of protein
mutations: application to cancer genomics. Nucleic Acids Res.
2011;39(17):e118.

30. Lawrence MS, Stojanov P, Polak P, Kryukov GV, Cibulskis K, Sivachenko A,
Carter SL, Stewart C, Mermel CH, Roberts SA, et al. Mutational
heterogeneity in cancer and the search for new cancer-associated genes.
Nature. 2013;499(7457):214–8.

31. Wendl MC, Wallis JW, Lin L, Kandoth C, Mardis ER, Wilson RK, Ding L.
PathScan: a tool for discerning mutational significance in groups of
putative cancer genes. Bioinformatics. 2011;27(12):1595–602.

32. Dees ND, Zhang Q, Kandoth C, Wendl MC, Schierding W, Koboldt DC,
Mooney TB, Callaway MB, Dooling D, Mardis ER, et al. MuSiC: identifying
mutational significance in cancer genomes. Genome Res. 2012;22(8):
1589–98.

33. Hua X, Xu H, Yang Y, Zhu J, Liu P, Lu Y. DrGaP: a powerful tool for
identifying driver genes and pathways in cancer sequencing studies. Am
J Hum Genet. 2013;93(3):439–51.

34. Melloni GE, Ogier AG, de Pretis S, Mazzarella L, Pelizzola M, Pelicci PG,
Riva L. DOTS-Finder: a comprehensive tool for assessing driver genes in
cancer genomes. Genome Med. 2014;6(6):44.

35. Pon JR, Marra MA. Driver and passenger mutations in cancer. Annu Rev
Pathol Mech Dis. 2015;10:25–50.

https://github.com/bokhariy/QuaDMutEx
https://github.com/bokhariy/QuaDMutEx


Bokhari and Arodz BMC Bioinformatics  (2017) 18:458 Page 14 of 15

36. Jones S, Zhang X, Parsons DW, Lin JC-H, Leary RJ, Angenendt P,
Mankoo P, Carter H, Kamiyama H, Jimeno A, Hong SM, Fu B, Lin MT,
Calhoun ES, Kamiyama M, Walter K, Nikolskaya T, Nikolsky Y, Hartigan J,
Smith DR, Hidalgo M, Leach SD, Klein AP, Jaffee EM, Goggins M, Maitra
A, Iacobuzio-Donahue C, Eshleman JR, Kern SE, Hruban RH, Karchin R,
Papadopoulos N, Parmigiani G, Vogelstein B, Velculescu VE, Kinzler KW.
Core signaling pathways in human pancreatic cancers revealed by global
genomic analyses. Science. 2008;321(5897):1801–06.

37. Vandin F, Upfal E, Raphael BJ. Algorithms for detecting significantly
mutated pathways in cancer. J Comput Biol. 2011;18(3):507–22.

38. Leiserson MD, Vandin F, Wu HT, Dobson JR, Eldridge JV, Thomas JL,
Papoutsaki A, Kim Y, Niu B, McLellan M, et al. Pan-cancer network
analysis identifies combinations of rare somatic mutations across
pathways and protein complexes. Nat Genet. 2015;47(2):106–14.

39. Ciriello G, Cerami E, Sander C, Schultz N. Mutual exclusivity analysis
identifies oncogenic network modules. Genome Res. 2012;22(2):
398–406.

40. Bashashati A, Haffari G, Ding J, Ha G, Lui K, Rosner J, Huntsman DG,
Caldas C, Aparicio SA, Shah SP. DriverNet: uncovering the impact of
somatic driver mutations on transcriptional networks in cancer. Genome
Biol. 2012;13(12):124.

41. McCormick F. Signalling networks that cause cancer. Trends Biochem Sci.
1999;24(12):53–6.

42. Vogelstein B, Kinzler KW. Cancer genes and the pathways they control.
Nat Med. 2004;10(8):789–99.

43. Yeang CH, McCormick F, Levine A. Combinatorial patterns of somatic
gene mutations in cancer. FASEB J. 2008;22(8):2605–622.

44. Vandin F, Upfal E, Raphael BJ. De novo discovery of mutated driver
pathways in cancer. Genome Res. 2012;22(2):375–85.

45. Leiserson MD, Blokh D, Sharan R, Raphael BJ. Simultaneous identification
of multiple driver pathways in cancer. PLoS Comput Biol. 2013;9(5):
1003054.

46. Miller CA, Settle SH, Sulman EP, Aldape KD, Milosavljevic A. Discovering
functional modules by identifying recurrent and mutually exclusive
mutational patterns in tumors. BMC Med Genet. 2011;4(1):1.

47. Leiserson MD, Wu HT, Vandin F, Raphael BJ. CoMEt: a statistical
approach to identify combinations of mutually exclusive alterations in
cancer. Genome Biol. 2015;16(1):1.

48. Constantinescu S, Szczurek E, Mohammadi P, Rahnenführer J,
Beerenwinkel N. TiMEx: a waiting time model for mutually exclusive
cancer alterations. Bioinformatics. 2015;32(7):968–75.

49. Szczurek E, Beerenwinkel N. Modeling mutual exclusivity of cancer
mutations. PLoS Comput Biol. 2014;10(3):1003503.

50. Zhao J, Zhang S, Wu LY, Zhang XS. Efficient methods for identifying
mutated driver pathways in cancer. Bioinformatics. 2012;28(22):2940–947.

51. Kochenberger G, Hao JK, Glover F, Lewis M, Lü Z, Wang H, Wang Y. The
unconstrained binary quadratic programming problem: a survey. J Comb
Optim. 2014;28(1):58–81.

52. Zhao B, Han H, Chen J, Zhang Z, Li S, Fang F, Zheng Q, Ma Y, Zhang J,
Wu N, et al. MicroRNA let-7c inhibits migration and invasion of human
non-small cell lung cancer by targeting ITGB3 and MAP4K3. Cancer Lett.
2014;342(1):43–51.

53. Lei Y, Huang K, Gao C, Lau QC, Pan H, Xie K, Li J, Liu R, Zhang T, Xie N,
et al. Proteomics identification of ITGB3 as a key regulator in reactive
oxygen species-induced migration and invasion of colorectal cancer cells.
Mol Cell Proteomics. 2011;10(10):110–005397.

54. Chen X, Dong C, Law PT, Chan MT, Su Z, Wang S, Wu WK, Xu H.
MicroRNA-145 targets TRIM2 and exerts tumor-suppressing functions in
epithelial ovarian cancer. Gynecol Oncol. 2015;139(3):513–9.

55. Balastik M, Ferraguti F, Pires-da Silva A, Lee TH, Alvarez-Bolado G, Lu KP,
Gruss P. Deficiency in ubiquitin ligase TRIM2 causes accumulation of
neurofilament light chain and neurodegeneration. Proc Natl Acad Sci.
2008;105(33):12016–21.

56. Do K, Doroshow JH, Kummar S. Wee1 kinase as a target for cancer
therapy. Cell Cycle. 2013;12(19):3348–353.

57. Bagchi A, Papazoglu C, Wu Y, Capurso D, Brodt M, Francis D, Bredel M,
Vogel H, Mills AA. CHD5 is a tumor suppressor at human 1p36. Cell.
2007;128(3):459–75.

58. Beghini A, Magnani I, Roversi G, Piepoli T, Di Terlizzi S, Moroni RF, Pollo B,
Conti AMF, Cowell JK, Finocchiaro G, et al. The neural
progenitor-restricted isoform of the MARK4 gene in 19q13.2 is

upregulated in human gliomas and overexpressed in a subset of
glioblastoma cell lines. Oncogene. 2003;22(17):2581–591.

59. Holmes RS, Cox LA, VandeBerg JL. Mammalian carboxylesterase 3:
comparative genomics and proteomics. Genetica. 2010;138(7):695–708.

60. Clement V, Sanchez P, De Tribolet N, Radovanovic I, i Altaba AR.
HEDGEHOG-GLI1 signaling regulates human glioma growth, cancer stem
cell self-renewal, and tumorigenicity. Curr Biol. 2007;17(2):165–72.

61. Yoo YA, Kang MH, Lee HJ, Kim B-h, Park JK, Kim HK, Kim JS, Oh SC.
Sonic hedgehog pathway promotes metastasis and lymphangiogenesis
via activation of Akt, EMT, and MMP-9 pathway in gastric cancer. Cancer
Res. 2011;71(22):7061–070.

62. Johnson M, Sharma M, Henderson BR. IQGAP1 regulation and roles in
cancer. Cell Signal. 2009;21(10):1471–78.

63. de Lima PO, dos Santos FV, Oliveira DT, Carvalho de Figueiredo R,
Pereira MC. Effect of eosinophil cationic protein on human oral squamous
carcinoma cell viability. Mol Clin Oncol. 2015;3(2):353–6.

64. Liu T, Li Y, Gu H, Zhu G, Li J, Cao L, Li F. p21-Activated kinase 6 (PAK6)
inhibits prostate cancer growth via phosphorylation of androgen
receptor and tumorigenic E3 ligase murine double minute-2 (Mdm2).
J Biol Chem. 2013;288(5):3359–369.

65. Tomoshige K, Matsumoto K, Tsuchiya T, Oikawa M, Miyazaki T,
Yamasaki N, Mishima H, Kinoshita A, Kubo T, Fukushima K, et al.
Germline mutations causing familial lung cancer. J Hum Genet.
2015;60(10):597–603.

66. Wang D, DuBois RN. Eicosanoids and cancer. Nat Rev Cancer. 2010;10(3):
181–93.

67. Bignone PA, Lee K, Liu Y, Emilion G, Finch J, Soosay A, Charnock F,
Beck S, Dunham I, Mungall A, et al. RPS6KA2, a putative tumour
suppressor gene at 6q27 in sporadic epithelial ovarian cancer. Oncogene.
2007;26(5):683–700.

68. Lionberger JM, Smithgall TE. The c-Fes protein-tyrosine kinase
suppresses cytokine-independent outgrowth of myeloid leukemia cells
induced by Bcr-Abl. Cancer Res. 2000;60(4):1097–103.

69. Del Principe MI, Dal Bo M, Bittolo T, Buccisano F, Rossi FM, Zucchetto A,
Rossi D, Bomben R, Maurillo L, Cefalo M, et al. Clinical significance of
BAX/BCL-2 ratio in chronic lymphocytic leukemia. Haematologica.
2016;101(1):77–85.

70. Apolinario RM, van der Valk P, de Jong JS, Deville W, van Ark-Otte J,
Dingemans A, van Mourik JC, Postmus PE, Pinedo HM, Giaccone G.
Prognostic value of the expression of p53, bcl-2, and bax oncoproteins,
and neovascularization in patients with radically resected non-small-cell
lung cancer. J Clin Oncol. 1997;15(6):2456–466.

71. Liu P, Morrison C, Wang L, Xiong D, Vedell P, Cui P, Hua X, Ding F, Lu
Y, James M, et al. Identification of somatic mutations in non-small cell
lung carcinomas using whole-exome sequencing. Carcinogenesis.
2012;33(7):1270–76.

72. Koutros S, Schumacher FR, Hayes RB, Ma J, Huang WY, Albanes D,
Canzian F, Chanock SJ, Crawford ED, Diver WR, et al. Pooled analysis of
phosphatidylinositol 3-kinase pathway variants and risk of prostate
cancer. Cancer Res. 2010;70(6):2389–396.

73. Palmieri D, Scarpa M, Tessari A, Uka R, Amari F, Lee C, Richmond T,
Foray C, Sheetz T, Braddom A, et al. Ran Binding Protein 9 (RanBP9) is a
novel mediator of cellular DNA damage response in lung cancer cells.
Oncotarget. 2016;7(14):18371.

74. Kumazoe M, Sugihara K, Tsukamoto S, Huang Y, Tsurudome Y, Suzuki T,
Suemasu Y, Ueda N, Yamashita S, Kim Y, et al. 67-kDa laminin receptor
increases cGMP to induce cancer-selective apoptosis. J Clin Investig.
2013;123(2):787.

75. Zhang SC, Jin W, Liu H, Jin MJ, Chen ZX, Ding ZY, Zheng SS, Wang LJ,
Yu YX, Chen K. RPSA gene mutants associated with risk of colorectal
cancer among the Chinese population. Asian Pac J Cancer Prev.
2013;14(12):7127–131.

76. Andries V, Vandepoele K, Staes K, Berx G, Bogaert P, Isterdael G,
Ginneberge D, Parthoens E, Vandenbussche J, Gevaert K, et al. NBPF1, a
tumor suppressor candidate in neuroblastoma, exerts growth inhibitory
effects by inducing a G1 cell cycle arrest. BMC Cancer. 2015;15(1):391.

77. Meunier S, Shvedunova M, Van Nguyen N, Avila L, Vernos I, Akhtar A.
An epigenetic regulator emerges as microtubule minus-end binding and
stabilizing factor in mitosis. Nat Commun. 2015;6:7889.

78. Li ZG, Jiao Y, Li WJ, Deng GR, Cui L, Gao C, Zhao XX, Wu MY, Jia HT.
Hypermethylation of two CpG sites upstream of CASP8AP2 promoter



Bokhari and Arodz BMC Bioinformatics  (2017) 18:458 Page 15 of 15

influences gene expression and treatment outcome in childhood acute
lymphoblastic leukemia. Leuk Res. 2013;37(10):1287–93.

79. Sokolova M, Turunen M, Mortusewicz O, Kivioja T, Herr P, Vähärautio A,
Björklund M, Taipale M, Helleday T, Taipale J. Genome-wide screen of
cell-cycle regulators in normal and tumor cells identifies a differential
response to nucleosome depletion. Cell Cycle. 2017;16(2):189–99.

80. Li Y, Liang Q, Wen Y, Chen L, Wang L, Liu Y, Luo C, Liang H, Li M, Li Z.
Comparative proteomics analysis of human osteosarcomas and benign
tumor of bone. Cancer Genet Cytogenet. 2010;198(2):97–106.

81. Maier S, Nimmrich I, Koenig T, Eppenberger-Castori S, Bohlmann I,
Paradiso A, Spyratos F, Thomssen C, Mueller V, Nährig J, et al.
Dna-methylation of the homeodomain transcription factor PITX2 reliably
predicts risk of distant disease recurrence in tamoxifen-treated,
node-negative breast cancer patients–technical and clinical validation in
a multi-centre setting in collaboration with the European Organisation for
Research and Treatment of Cancer (EORTC) PathoBiology group. Eur J
Cancer. 2007;43(11):1679–86.

82. Zhang Q, Burdette JE, Wang JP. Integrative network analysis of TCGA
data for ovarian cancer. BMC Syst Biol. 2014;8(1):1338.

83. Li J, Mahajan A, Tsai MD. Ankyrin repeat: a unique motif mediating
protein-protein interactions. Biochemistry. 2006;45(51):15168–78.

84. Cheung KJ, Padmanaban V, Silvestri V, Schipper K, Cohen JD, Fairchild
AN, Gorin MA, Verdone JE, Pienta KJ, Bader JS, et al. Polyclonal breast
cancer metastases arise from collective dissemination of keratin
14-expressing tumor cell clusters. Proc Natl Acad Sci. 2016;113(7):854–63.

85. Li D, Peng X, Yan D, Tang H, Huang F, Yang Y, Peng Z. Msi-1 is a
predictor of survival and a novel therapeutic target in colon cancer. Ann
Surg Oncol. 2011;18(7):2074–083.

86. Bywater MJ, Pearson RB, McArthur GA, Hannan RD. Dysregulation of the
basal RNA polymerase transcription apparatus in cancer. Nat Rev Cancer.
2013;13(5):299–314.

87. Gamazon ER, Huang RS, DolanME, Cox NJ. Copy number polymorphisms
and anticancer pharmacogenomics. Genome Biol. 2011;12(5):46.

88. Park RW, Kim TM, Kasif S, Park PJ. Identification of rare germline copy
number variations over-represented in five human cancer types. Mol
Cancer. 2015;14(1):25.

89. Huan J, Wang L, Xing L, Qin X, Feng L, Pan X, Zhu L. Insights into
significant pathways and gene interaction networks underlying breast
cancer cell line MCF-7 treated with 17β-estradiol (E2). Gene. 2014;533(1):
346–55.

90. Mei Y, Bi WL, Greenwald NF, Agar NY, Beroukhim R, Dunn GP, Dunn IF.
Genomic profile of human meningioma cell lines. PloS ONE. 2017;12(5):
0178322.

91. Wainszelbaum MJ, Charron AJ, Kong C, Kirkpatrick DS, Srikanth P,
Barbieri MA, Gygi SP, Stahl PD. The hominoid-specific oncogene TBC1D3
activates Ras and modulates epidermal growth factor receptor signaling
and trafficking. J Biol Chem. 2008;283(19):13233–42.

•  We accept pre-submission inquiries 

•  Our selector tool helps you to find the most relevant journal

•  We provide round the clock customer support 

•  Convenient online submission

•  Thorough peer review

•  Inclusion in PubMed and all major indexing services 

•  Maximum visibility for your research

Submit your manuscript at
www.biomedcentral.com/submit

Submit your next manuscript to BioMed Central 
and we will help you at every step:


	Abstract
	Background
	Results
	Conclusions
	Keywords

	Background
	Methods
	Results and discussion
	Evaluation on real cancer datasets
	Quantitative evaluation of QuaDMutEx results
	Comparison with other mutual-exclusivity-based methods
	Effects of parameters on QuaDMutEx
	Qualitative assessment of QuaDMutEx results
	Comparison with gene expression-based driver discovery

	Conclusions
	Acknowledgments
	Funding
	Availability of data and materials
	Authors' contributions
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Publisher's Note
	References

