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Abstract

Several computational biology and bioinformatics problems involve DNA sequence classi-
fication using supervised machine learning algorithms. The performance of these algorithms
is largely dependent on the availability of labeled data and the approach used to represent
DNA sequences as feature vectors. For many organisms, the labeled DNA data is scarce,
while the unlabeled data is easily available. However, for a small number of well-studied
model organisms, large amounts of labeled data are available. This calls for domain adapta-
tion approaches, which can transfer knowledge from a source domain, for which labeled data
is available, to a target domain, for which large amounts of unlabeled data are available.
Intuitively, one approach to domain adaptation can be obtained by extracting and repre-
senting the features that the source domain and the target domain sequences share. Latent
Dirichlet Allocation (LDA) is an unsupervised dimensionality reduction technique that has
been successfully used to generate features for sequence data such as text. In this work, we
explore the use of LDA for generating predictive DNA sequence features, that can be used
in both supervised and domain adaptation frameworks. More precisely, we propose two
dimensionality reduction approaches, LDA Words (LDAW) and LDA Distribution (LDAD)
for DNA sequences. LDA is a probabilistic model, which is generative in nature, and is
used to model collections of discrete data such as document collections. For our problem, a
sequence is considered to be a “document” and k-mers obtained from a sequence are “doc-
ument words”. We use LDA to model our sequence collection. Given the LDA model, each
document can be represented as a distribution over topics (where a topic can be seen as a
distribution over k-mers). In the LDAW method, we use the top k-mers in each topic as our

features (i.e., k-mers with the highest probability); while in the LDAD method, we use the



topic distribution to represent a document as a feature vector. We study LDA-based dimen-
sionality reduction approaches for both supervised DNA sequence classification, as well as
domain adaptation approaches. We apply the proposed approaches on the splice site predi-
cation problem, which is an important DNA sequence classification problem in the context
of genome annotation. In the supervised learning framework, we study the effectiveness of
LDAW and LDAD methods by comparing them with a traditional dimensionality reduction
technique based on the information gain criterion. In the domain adaptation framework,
we study the effect of increasing the evolutionary distances between the source and target
organisms, and the effect of using different weights when combining labeled data from the
source domain and with labeled data from the target domain. Experimental results show
that LDA-based features can be successfully used to perform dimensionality reduction and

domain adaptation for DNA sequence classification problems.
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Chapter 1

Introduction

In this chapter, we begin by providing the motivation for this work along with the problem

statement. We then give a brief overview of the approaches proposed to solve these problems.

1.1 Motivation and Problem Statement

Today, we have a plethora of biological data available to us, due to the next generation
sequencing technologies, which make it possible to sequence DNA at an ever-faster speed
for lower cost. With the introduction of next generation sequencing, throughput per machine
has increased 500,000-fold, while the number of reads per genome has increased by ~ 100-
fold [Monya, 2010]. Everything from storage to data processing to data analysis has to
catch up with the speed of the new sequencing machines. Machine learning algorithms,
which are extensively used to annotate DNA sequences, also have to keep the pace with the
new sequencing machines. Some of the challenges with DNA sequences classification using

machine learning algorithms are given by:

e Need for compact feature representation: DNA sequences contain certain ‘features’
(signals), which make it possible to apply learning algorithms on such data. Ex-
tracting and representing DNA sequences as feature vectors, which can capture useful
information, is a challenging problem. If we naively use a brute force approach to

obtain features from sequence data, then, we might end up a with large number of



features. In such a situation, there will be many irrelevant features. This will have an
adverse effect on the accuracy of the classifier learned from the data. Furthermore,
due to the large number of features, the processing time and resources needed would

also be large.

Need for labeled data: There are some model organisms which are extensively studies
and huge amounts of labeled data are available for such organisms. However, for
many species there is not much labeled data available, even though huge amounts of
unlabeled data is available for them. Given such scenarios, it has become essential to
design techniques for learning how to transfer knowledge from one domain for which
labeled data is available to a new domain for which not much labeled data is available.
This problem is known as Domain Adaptation [Arnold et al., 2008], [DaumelII, 2007],
or more generally, Transfer Learning [Arnold et al., 2008]. With domain adaptation we

can use labeled data from one organism to make predictions about another organism.

Latent Dirichlet Allocation (LDA) is unsupervised dimensionality reduction technique

that has been successfully used to generate features for sequence data such as text, but not

for DNA sequences. In this work, we want to explore if we can use LDA to identify predictive

features for DNA sequence classification in a supervised learning framework. Furthermore,

we explore if we can use LDA to identify features shared by two domains, a source domain,

for which labeled data is available, and a target domain, for which not much labeled data

exists, but large amounts of unlabeled data are available. Thus, the problems address in

this work are as follows:

e Study LDA-based dimensionality reduction approaches in the context of supervised

DNA sequence classification.

e Study the usefulness of LDA features in the context of DNA sequence classification

using domain adaptation approaches (where the goal is to transfer knowledge from a

source domain to a target domain).



e Apply the proposed approaches to the problem of predicting splice sites in DNA se-

quences.

1.2 Overview of the Proposed Approaches

As discussed in the above section, a major issue in building a classifier for biological sequence
classification tasks is how to represent a sequence, as the accuracy of the classification largely
depends on the adopted representation. A simple way to represent a biological sequence is
to consider all k-mers for the sequence [Islamaj et al., 2006]. However, this technique will
produce a large number of k-mers. We propose two approaches for feature extraction, (a)
LDA words (LDAW) (b) LDA distribution (LDAD). Both approaches make use of Latent
Dirichlet Allocation (LDA) for feature extraction. LDA, is a generative probabilistic model
for collections of discrete data such as text corpora [Blei et al., 2003]. Given a set of
sequences represented in form of k-mers, LDA models each sequence in this collection as a
mixture of topics, where each topic is a mixture of k-mers. In LDAW we use the top k-mers
in each topic (i.e., k-mers with the highest probability) as our features. On the other hand,
in LDAD we use the topic distribution to represent a document as a feature vector. These
approaches are explained in detail in Chapter 4.

We used supervised machine learning algorithms to study the LDAW and LDAD ap-
proaches for feature generation in the first part of this work. For supervised algorithm we
need enough labeled data to learn a model during training phase. If we do not have enough
data then the performance degrades. Domain adaptation can be used even when we do not
have enough labeled data to learn a model. It makes use of labeled data from a related
domain called source domain to learn a model for a domain called target domain, which
does not have enough labeled data. There are several assumptions about the source and
target datasets that we make in this study. First, the source domain has a large number
of labeled samples and the target domain has a small number of labeled samples but a lot

of unlabeled samples. Nevertheless, we are studying the behavior for various data set sizes.



Second, both the source and the target domains are represented by the same set of features.
Third, for our study we also assumed that both the source and the target domains have the
same classes, which means that we are addressing a domain adaptation problem. The basic
assumption in any domain adaptation method is that, the source and the target domains
have different data distribution. If this was the case then there would not be any need of
domain adaptation.

The rest of the thesis is organized as follows: Chapter 2 provides biological background
and gives an overview of the machine learning algorithms used. This chapter also gives an
overview of Latent Dirichlet Allocation, which is the foundation of our work. A discussion
of the related work can be found in Chapter 3. Chapters 4 presents the two approaches
for dimensionality reduction, along with the overview of domain adaptation algorithms.
Chapters 5 and 6 describe the experimental setup and the results obtained for our experi-
ments, respectively. Chapters 7 presents several directions for future work and summarizes

conclusions drawn from this work.



Chapter 2

Background

In this chapter, we provide some biological background and also explain machine learning
techniques and topic modeling fundamentals, which form the basic building blocks of this

work.

2.1 Biology

The mRNA splicing prediction problem, which is the main focus of this work, is a sub-
problem of the gene prediction problem. Before getting into the details of gene prediction,
we need to understand gene structure. Thus, we begin our discussion by describing the gene

structure.

2.1.1 Gene Structure

The modern working definition of a gene is “A locatable region of genomic sequence, corre-
sponding to a unit of inheritance, which is associated with regulatory regions, transcribed
regions and/or other functional sequence regions.” [Pearson, 2006]. We restrict this discus-
sion to eukaryote protein-coding genes, which are the type of genes we will be dealing with
in this work.

Transcription, splicing and translation are the three main steps involved in protein syn-
thesis (see Figure 2.1). We will explain each of these steps in details and, in the process, we

will also explain various regions in a gene.
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Figure 2.1: Central dogma of molecular biology: transcription, splicing and translation.

1. Transcription: In simple terms, transcription is defined as the process of formation of
RNA from DNA. There are three important phases of this process. Initiation is the first
phase in which a mRNA polymerase binds to a sequence of DNA located immediately
upstream of a gene, called promoter. Elongation is the next phase, in which there is
a covalent addition of nucleotides to the 3" end of the DNA. This produces a short
stretch of DNA that is single-stranded. Termination is the last phase of this process,
in which the transcription termination sequence is recognized, the RNA polymerase
is released and a poly-A tail is appended. The final product of this step is primary
mRNA [Marketa and Jeremy, 2008].

2. Splicing: A gene contains coding regions known as ezons, which are expressed (i.e.

transcribed into mRNA), and intervening sequences, known as introns, which are not

IFigure source: http://en.wikipedia.org/wiki/File:Gene2-plain.svg, Date: 04/01/2011, License type:
This work has been released into the public domain by its author.



expressed. Primary mRNA contains both exons and introns. Most introns start with
the sequence GT, which is called donor site and end with the sequence AG, which is
called acceptor site. Introns are removed from primary mRNA to form mature mRNA.
This process is called splicing [Marketa and Jeremy, 2008] (see Section 2.1.2 for more
details).

3. Translation: Translation is the final step in the information flow from gene to protein.
During translation the mature mRNA is translated into protein. Three nucleotide of
an RNA sequence code for one amino acid. The triplets are called codons. Translation
has three important steps. Initiation is the first step, in which translation starts
with a standard condon (AUG). This codon is called start codon. Elongation is the
second step, amino acids get added to the elongating polypeptide chain in this step.
Termination is the last step, in which translation stops at another standard sequence
signal called stop codon, which is either UAA, UAG or UGA. Segments at both ends
of the mRNA which are not translated are called 5" UTR (UnTranslated Region) and
3’UTR, respectively [Marketa and Jeremy, 2008].

Translation start Donor Acceptor Translation stop

5' UTR| L L l 3' UTR Paly A
ail
Promoter
5' T T T '

TSS Exon Intron

Figure 2.2: A simple gene structure showing the position of sequence signals relevant to
gene finding.

A simple gene structure and the positions of sequence signals relevant to gene finding
are shown in Figure 2.2. The promoter is a potentially long region upstream of the tran-

scription start site (T'SS). The region between T'SS and translation start is referred to as 5’

7



untranslated region (5° UTR). The figure also shows introns and exons, introns are bounded
by the donor site on the 5" end and by acceptor site on the 3’ end. Translation is terminated
at translation stop, the region between translation stop and the cleavage site is called 3’
UTR. After transcription, the poly-A tail is appended to the mRNA. The poly-A tail plays
important role in mRNA stability.

In this work, the main focus is on recognition of splice sites. This problem is discussed

in details in Section 2.1.2.

2.1.2 Splicing

Splicing is an important step in gene expression, as it is responsible for gene regulation,
and protein diversity in eukaryote. We have already mentioned above that, during splic-
ing, introns are removed from primary mRNA to produce mature mRNA. This process
is quite complex. It involves several other proteins and five snRNPs (small nuclear ri-
bonucleoprotein): U1,U2, U5, U4, and U6, each of these contain a small RNA bound by
proteins [Douglas, 2003] (see Figure 2.3).

As soon as the primary mRNA is transcribed, it is bound by snRNPs. The snRNPs are
responsible for splicing introns out of primary mRNA. They bind to sites of a primary mRNA
at or near the intron-exon boundaries. These sites, called donor/acceptor sites, contain
nucleotide sequences that are shared by most primary mRNAs. The donor/acceptor sites
and snRNPs have complementary base pairing, so that snRNPs can bound to them [Nilsen,
1994].

The snRNPs attach not only to the consensus sequence but some of them attach to
other sequences in the intron. These snRNPs group together into a large complex called a
spliceosome. The intron loops out with the formation of the spliceosome. The spliceosome
cuts the primary mRNA at one intron-exon boundary leaving a free hydroxyl (-OH) group

on the exon. It uses this hydroxyl group to attack the other end of the intron, and in the

2Figure source: http://en.wikipedia.org/wiki/File:Two-step_Splicing Reaction.png, Date: 04,/01/2011,
License type: GNU Free Documentation License.
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Figure 2.3: Formation of the spliccosome during RNA splicing.?

process removes the intron and joins the ends of two exons, producing a mature mRNA [Scott
and Gilbert, 2006], [Collins and Guthrie, 1999].

Although introns are discarded, they do contain important sequences. snRNPs bind to
the consensus sequences within the introns. The snRNPs use these sequences as markers
to direct them to the correct splice sites. We make use of Machine Learning techniques to
identify the splicing sites with the help of consensus sequence. We will discuss the Machine

Learning techniques used in this work in the next section.

2.2 Machine Learning

Machine Learning is a branch of Artificial Intelligence which involves developing algorithms
that can learn by repetition and experience just as humans learn [Mitchell, 1997]. It is

widely used for classification tasks. A classification task in machine learning is defined as a



method for assigning a label (or category) to an instance, from a number of categories. A
simple example would be assigning a label as spam or non-spam for an email. Supervised
learning is a class of machine learning techniques which are very popular for classification
tasks. The main idea of supervised learning algorithms is to use externally supplied labeled
instances to learn a general hypothesis, which can make prediction about new instances.
The general hypothesis which is generated by a classification algorithm is called a classifier,
which is usually a mathematical function or a probabilistic model. The classifier maps
the unlabeled instances to labels. We have used Logistic Regression classifier and Support
Vector Machine classifier for our classification task. We will discuss each of these in detail

in the next sub-sections.

2.2.1 Logistic Regression

Logistic regression predicts the probability of occurrence of an event by fitting the data to

a logistic curve [Kleinbaum et al., 1994].

1—

[
U

| fa | |

-6 -4 -2 0 2 4 ©

Figure 2.4: The logistic function, with z on the horizontal axis and f(z) on the vertical
azis. The variable z represents the exposure to some set of independent variables and f(z)

represents the probability of a particular outcome?.
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The logistic curve is shown in the Figure 2.4. The equation of this curve is given as:

B 1
143

f(z) (2.1)

where z variable represents the exposure to a set of independent variables and f(z) represents
the probability of particular outcome.

An important property of this curve is that its input value z can range from a negative
number until infinity, but its output f(z) can range only from 0 to 1. Furthermore, z is

usually given as:

z = By + Bz + Bawa + Psxs + - + Brwy, (2.2)

For a classification task in machine learning x1, zs, ..., ry represent the features of train
or test instances, i.e. they are the independent variables; Sy, A1, ..., O; are called regression
coefficients. The training instances are used to determine the values of these coefficients,
who produce a logistic regression classifier. Once the value of these coefficients is known,
unlabeled instances can easily be classified by using Equation (2.1). This equation tells us

that what is the probability that a particular instance belongs to a given class.

2.2.2 Support Vector Machines

The Support Vector Machine (SVM) classifier works by finding a hyperplanes which sepa-
rates points belonging to one class from the points belonging to another class. Figure 2.5
shows how points belonging to two classes can be separated by a hyperplane. However,
there could be several hyperplanes separating these points. A good choice for classification
is the maximum margin hyperplane (see Figure 2.6), which maximizes the distance from

the nearest data points on each side [Cortes and Vapnik, 1995].

3Figure source: http://en.wikipedia.org/wiki/File:Logistic-curve.svg, Date: 04/01/2011, License type:
This work has been released into the public domain by its author.

4Figure source: http://en.wikipedia.org/wiki/File:Svm_separating_hyperplanes.png, Date: 04/01/2011,
License type: GNU Free Documentation License.
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Figure 2.5: Fxample of hyperplanes in a 2-dimensional space and a data set consisting of
two classes. H3 (green) does not separate the 2 classes. H1 (blue) does, with a small margin
and H2 (red) separates the two class with the mazimum margin.*

Formally, let us suppose that we have a set of training vectors belonging to two classes

denoted by 1, -1. This set of data points will be denoted by:

D ={(x1,11), (@i, ym)|z; € R, y; € {1,—1}} (2.3)

A hyperplane in the R" space can be represented as:

w-x—b=0 (2.4)

In the above equation, w is a normal vector which is perpendicular to the hyperplane.
The parameter ﬁ determines the offset of the hyperplane from the origin along the normal
vector ||w||.

Parameters w and b are to be constrained, such that the margin between two classes
is maximized, i.e. the parallel hyperplanes are as far as possible (see Figure 2.5). These

hyperplanes can be described by the equations below:

12



w-x—b=1 (2.5)

and

(2.6)

Figure 2.6: Mazimum-margin hyperplane and margins for an SVM trained with samples
from two classes. Samples on the margin are called support vectors.”

The distance between these two hyperplanes is given by ﬁ (see Figure 2.6). In order
to maximize this distance, we need to minimize ||w||?, with respect to w and b, subject to
several constraints specified below.

Any of the points representing instances (see Equation (2.3)) must not lie in between
the hyperplanes represented by Equation (2.5) and Equation (2.6)). Therefore for the first
class we have:

w-x;—b>1 for x; of the class 1 (2.7)

Figure source: http://en.wikipedia.org/wiki/File:Svm_max_sep_hyperplane_with margin.png, Date:
04/01/2011, License type: GNU Free Documentation License.
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And for the second class we have:
w-x; —b< —1 for x; of the class -1 (2.8)
By simplifying Equations (2.7) and (2.8) we get:
yi(w-x; —b)>1, foralll <i<m (2.9)

The solution for the above optimization problem is found by considering the dual problem

and using the technique of Lagrange multipliers. The solution is represented as:

W = Z ;Y X4 (2.10)
i=1

where, «;’s are the non-negative Lagrange multipliers corresponding to the constraints
in the primal problem.

Thus, given the training points we can determine the maximum-margin hyperplane in
the training phase. Later, to classify an unlabeled instance we find its class by determining
on which side of the separating hyperplane it is located. The SVM formulation above is
for perfectly linearly separable data. If the data is almost linearly separable, a soft-margin
SVM is used, which includes a term for error penalty in the optimization function [Cortes
and Vapnik, 1995].

There are two important points to note here. First, we described SVM for two-class
problems but it can be extended to multi-class classification problems, although some good
properties of the binary classifier are lost, when extending SVM to the multi-class classi-
fiers [Crammer et al., 2001] (we are only using binary SVM classifiers in this work). Second,
the algorithm described above is for linear SVM classifier. However, it is possible to create

a non-linear SVM classifier using the kernel trick®.

6The kernel trick is used to convert any linear classifier into a non-linear classifier, given that the original
linear classifier solely depends on dot products between two vectors. In the extension to the non-linear case,
the dot product is replace by a the kernel function. [Cristianini and Shawe-Taylor, 2000], [Aizerman et al.,
1964], [Boser et al., 1992]
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2.3 Topic Modeling

We make use of topic modeling for dimensionality reduction for DNA sequence classification
task. The first part of this section will give a general overview of generative topic models.
The second part of this section will discuss Latent Dirichlet Allocation in detail, as it is the

topic modeling scheme which we have used in our work.

2.3.1 Generative Topic Models

Topic models provide an easy way to analyze unlabeled text of very large volume. Words
that occur together frequently are clustered together in a topic. Topic modeling can help us
to group words with similar meaning, as well as distinguish between the same words with
different meaning.

Topic models are establish on the idea that documents are mixtures of topics, while
topics are mixtures of words. These models give us a simple probabilistic procedure to
generate documents. Topic model are, thus, seen as generative models for a collection of
documents. If we want to generate a document on the basis of a topic model, then we first
choose a distribution over topics. After that, we randomly select a topic according to the
distribution and generate a word according to the distribution over words. This process
is repeated to generate each word in the document and, therefore, a complete document
is generated. By reversing this process we can infer the set of topics which generated a
document corpus [Steyvers and Griffiths, 2007].

Probabilistic sampling rules, which describe how words in documents might be generated
based on latent (random) variables, form the basis of generative models. In order to find
a model that produced a document corpus, we need to find the best set of latent variables
which can justify the observed data. This is done with the assumption that the model
actually generated the data. The left side of Figure 2.7 shows how a document is generated
given a topic model. In this example we have two topics, which generated three documents

based on the known topic distributions. The right side of the Figure 2.7 shows how topic
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Probabilistic Generative Model

Document 1

Apple, Windows,
Linux, Windows,
Linux,Apple, Windows,
Linux, Apple,

Document 2

Linux; Apple; Orange,
Mango, Linux,
Windows, Apple;
Mango,

&‘
Topic 2

1 Orange, Mango, Apple;
Orange, Apple,
Orange, Mango, Apple,

Document 3

Mango,

Statistical Inference

Document 1

Apple; Windows; Linux;
Windows; Linux, Apple,
Windows; Linux, Apple;

Document 2

Linux, Apple, Orange;
Mango, Linux,
Windows; APP|E;
Mango;

Document 3

Orange; Mango, Apple;
Orange; Apple;

Orange; Mango, Apple;

Mango;

Figure 2.7: Illustration of the generative process and the problem of statistical inference
underlying topic models (this figure is adapted from [Steyvers and Griffiths, 2007]).

modeling can be viewed as a problem of statistical inference. Here, we are given three
documents and we need to find the best model (i.e. topics or set of latent variables) that
might have generated these documents. Note that the model shown in this figure also
captures polysemy, by allowing a same word to appear in multiple topics. The word bank
appears in both topics and the subscript in the figure helps to distinguish between bank
from topic 1 and bank from topic 2. Another important thing to note here is that this
model makes the bag of word assumption [Blei et al., 2003], i.e. this model does not take

into consideration the order in which the words appear in documents.

2.3.2 Latent Dirichlet Allocation

Latent Dirichlet Allocation (LDA) is a generative probabilistic model which is used to model
any collections of discrete data [Blei et al., 2003]. A text document corpus can be seen as a
collection of discrete data, therefore LDA can be used to model a document corpus. LDA
was first introduced by Blei et al. [2003]. They defined LDA as “A three-level hierarchical

Bayesian model, in which each item of a collection is modeled as a finite mixture over an
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underlying set of topics. Each topic is, in turn, modeled as an infinite mixture over an
underlying set of topic probabilities”. To fit a document corpus to this definition, we can
view a document as a collection of topics and each topic is viewed as a collection of words.
The paper Blei et al. [2003] presented an efficient method from which given a collection
of documents, it is possible to approximate the parameters of the model representing this

corpus, i.e. we can estimate topic probabilities and word probabilities within a topic.

M

Figure 2.8: Graphical model representation of LDA. The boxes are “plate” representing
replicates. The outer plate represents documents, while the inner plate represents the re-
peated choice of topics and words within a document. *

According to Blei et al. [2003], LDA assumes the following generative process for each

document w in a corpus D.
1. Choose N ~ Poisson( ¢ ).
2. Choose 8 ~ Dirichlet(c).

3. For each of the N words w,, in document w:

"Figure source: http://en.wikipedia.org/wiki/File:Latent_Dirichlet_allocation.svg, Date: 04/01/2011, Li-
cence type: GNU Free Documentation License.
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(a) Choose a topic z, ~ Multinomial(6).

(b) Choose a word w,, from p(w, | z,, ), a multinomial probability conditioned on

the topic z,.

Some of the assumptions that we make to obtain a generative probabilistic LDA model
of a corpus are as follows. Firstly, we assume that the dimensionality k& of the Dirichlet
distribution hence the dimensionality of topic variable z is known and fixed. Second, we
assume that the word probabilities are parameterized by a kXV matrix where 3;j = p(w’ =
1|z" = 1), which is treated as a fixed quantity that is to be estimated.

A k-dimensional Dirichlet random variable 6 which lies in the (k — 1)-simplex has the

following probability density on this simplex:

L) win e
p(e\a):%ell Lot (2.11)
Hi:1 ['(cv)

where « is a k-vector with components «; > 0, and I" is the Gamma function.

a and [ are corpus level parameters, which are sampled only once during the process of
corpus generation. 6y is a document-level variable and it is sampled once per document (6,
is the topic distribution for document d). N is independent of all the other data generating
variables (0 and z). Therefore, it is an ancillary variable and we will generally ignore its
randomness. For given values of o and 3, we can find a joint distribution of a topic mixture

0, a set of N topics z, and a set of N words w as:

p(0,2,w | a,8) =p(0 | @) [ [ p(za | O)p(wn | 20, B) (2.12)

n=1

In the above equation p(z, | #) is 6; for a unique 7 such that 2z = 1. If we integrate over
f and then sum over z, then we get:

p(wla p)= /p(9 | ) (H > p(za | O)p(w, | Zn,ﬁ)>d9 (2.13)

n=1 zn
Finally, taking the product of the marginal probabilities of single documents, we obtain

the probability of a corpus:
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p(D |, B H/ (04 ] @) (HZ}? Zan | 02)p wdn|zdn,6))d0d (2.14)

n=1 zqn

The probabilistic graphical model representation of LDA is shown in Figure 2.8. It is
clear from the figure that LDA has three levels. Finally, the variables z4, and wy, are
word-level variables, which are sampled once for each word in each document. This is how,
under LDA, documents can be associated with multiple topics and each topic is associated
with multiple words.

LDA can find a short description of a large collection of documents. As a result, LDA
can be used for processing large collections, while preserving the essential statistical rela-
tionships that are useful for document classification [Blei et al., 2003]. In our work, we used
LDA to model our sequence collection (which is the equivalent of the document corpus).
This enabled us to obtain a set of “topics” and set of “words” representing our sequence
collection. The set of words obtained from modeling the sequence collection with LDA is
much smaller than the actual number of words in the sequence collection. We only used the
set of “important” words (words with high probability in a topic) obtained from LDA as
features for representing each document in our sequence collection. This is how, LDA was
used for dimensionality reduction.

Several techniques are proposed to estimate the parameters of LDA model, a and S,
given a document corpus. Empirical Bayes approach [Blei et al., 2003] and Gibbs sam-
pling [Steyvers and Griffiths, 2007] are two popular approaches. In the implementation that
we used, MALLET: A Machine Learning Toolkit [McCallum, 2002], Gibbs sampling is used

for inference.
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Chapter 3
Related Work

This chapter reviews a number of works done in the past, which are related to the objectives
of this thesis. Section 3.1 presents previous works on techniques employed for feature gen-
eration and selection. Section 3.2 describes the techniques employed in the past for solving
the RNA splicing problem. Section 3.3 presents previous work related to domain adaptation
techniques for biological data. Finally, in Section 3.4 we discuss some of the applications of

topic modeling.

3.1 Dimensionality Reduction

Dimensionality reduction techniques for text data have been studied extensively. Some of the
previous works which presented dimensionality reduction techniques for text data are [Liu
and Motoda, 1998], [Koller and Sahami, 1996], [Yu and Liu, 2003] and [Tasci and Gungor,
2009]. Liu and Motoda [1998] cover all the basic concepts related to feature generation
and feature selection. Koller and Sahami [1996] examine an approach for dimensionality
reduction based on information theory. Yu and Liu [2003] introduce a novel concept of
predominant correlation, and present a fast filter method which can identify relevant features
as well as redundancy among relevant features without pairwise correlation analysis. The
work presented by Tasci and Gungor [2009] uses LDA for dimensionality reduction and
selection of key features. Their work suggests that the performance of LDA dimensionality

reduction technique was not better than that of the Information Gain technique (for details
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of Information Gain technique refer to [McCallum and Nigam, 1998]). However, they obtain
a 75% reduction in corpus size without any loss in performance by using these features.
Lately, feature extraction for biological data has also gained attention from several re-
searchers. Some of the feature extraction techniques used for the mRNA splicing site pre-
diction problem are presented in [Yeo and Burge, 2004], [Zhang et al., 2003a] and [Degroeve
et al., 2002]. Yeo and Burge [2004] model sequence motifs based on the Maximum Entropy
principle (MEP). Zhang et al. [2003a] use SVM algorithm to discover sequence information
(motifs/features), which is further used for classification. Degroeve et al. [2002] present a
wrapper-based feature subset selection algorithm. Although, LDA had been used to solve
some biological problem (see Section 3.4), to the best of our knowledge, LDA has not been

used for dimensionality reduction on biological sequences.

3.2 The mRNA Splicing Prediction Problem

In the past few decades the genome sequences of many organisms have become available.
Due to the availability of labeled data, it has been possible to use supervised machine
learning techniques to automate the splice site prediction process. A comprehensive overview
of splicing site recognition can be found in [Sonnenburg, 2002] and a general overview
along with a comparison of several gene and splice site prediction methods can be found
in [Mathe et al., 2002] and [Zhang, 2002]. Among several supervised machine learning
techniques that have been used for splicing site prediction, are methods based on Maximum
Entropy Modeling [Yeo and Burge, 2004] and Support Vector Machines (SVM) [Zhang
et al., 2003b]. SVMs along with related kernel methods are found to be very effective for
solving gene prediction problems [Boser et al., 1992], [Scholkopf and Smola, 2002]. The
main reason for the SVM popularity in computational biology is grounded ability to handle
high-dimensional spaces and large data sets [Scholkopf et al., 2004], [Scholkopf et al., 2005].
Some other techniques used for solving the mRNA splicing site problem are based on genetic

programming [Vukusic et al., 2007] and artificial neural networks combined with a rule based
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system [Hebsgaard et al., 1996]. Some researches also used micro-arrays for mRNA splicing

site prediction problem [Johnson et al., 2003], [Zheng et al., 2004].

3.3 Transfer Learning Techniques for Biological Data

All the methods mentioned in Section 3.2 are based on supervised machine learning. As a
result, these methods require a large amount of labeled data (already annotated instances)
to learn models, which can be then used to make predictions for the unknown instances
in the rest of the genome. Semi-supervised learning may be useful in the situation when
we have a small amount of labeled data and large amount of unlabeled data available.
However, we may also have a large amount of labeled data from a related domain, which
may have a different feature representation or data distribution. Transfer learning tries to
find the similarity and relatedness of different domains with the goal of learning what can
be transfered from a source domain to a target domain. In recent years, it has been used
to solve bioinformatics problems. Protein name extraction [Arnold et al., 2007] and micro-
array data classification [Widmer et al., 2010] are among the few bioinformatics problems
for which researchers have used domain adaptation techniques.

Some very recent studies have also focused on domain adaptation techniques for the
gene prediction problem [Schweikert et al., 2009; Widmer et al., 2010]. These techniques are
based on the assumption that the cellular mechanisms that are responsible for transcription
and translation of genes are conserved between organisms. Therefore, it should be possible
to use the knowledge from an organism, which has a large number of labeled genes to make
predication about an organism which has a very small number of labeled genes. In the
work done by Schweikert et al. [2009], they consider different domain adapation methods
and evaluate them on genomic sequence data from model organisms of varying evolution-
ary distances. In this work, the source organism used was C. elegans. In 1963, Sydney
Brenner introduced Caenorhabditis elegans (C. elegans) as a model organism. C. elegans is

a free-living, non-parasitic soil nematode that can be safely used in the laboratory and is
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common around the world. It is Imm in length and can be cheaply housed and cultivated
in large numbers (10,000 worms/petri dish) [Riddle et al., 1997]. All these properties made
many researchers to work on this organism. Consequently, large amounts of labeled data are
available for this organism, making it an ideal choice as a source organism. Convex combi-
nation of source and target data, weighted combination of source and target data, multitask
learning, kernel mean matching are some of the domain adaptation algorithms considered
by Schweikert et al. [2009],. The results in [Schweikert et al., 2009] showed that the use of
domain adaption improves classification performance in cases where the organisms are not
closely related.

One of the factors that contributed to the success of the approach in [Schweikert et al.,
2009] is the use of the weighted degree kernel, which works by counting matching sub-
sequences between two sequences. Due to the use of the weighted degree kernel [Fodor,
2002], they do not have to represent the data in a high dimensional space. We are also using
the same dataset as used by Schweikert et al. [2009]. However, as an alternative approach
to dimensionality reduction, we propose to use Latent Dirichlet Allocation (LDA) model to
generate features for our experiments. In what follows, we review some of the previous work

done based on LDA model.

3.4 Topic Modeling Applications

LDA is a generative probabilistic model for collections of discrete data such as text cor-
pora. It was originally used for document modeling, text classification and collaborative
filtering [Blei et al., 2003]. LDA has been used for many different applications after it was
used by Blei et al. [2003] for document modeling. Among others, it has been used for
various problems involving text data like tag recommendation [Krestel et al., 2009], word
sense disambiguation [Boyd-Graber et al., 2007], named entity recognition [Guo et al., 2009,
friendship link prediction problem [Parimi, 2010], etc. There have been some attempts in

the past to use LDA for biological data. Items in a biomedical text corpus were modeled
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using the Latent Dirichlet Allocation (LDA) model by Blei et al. [2006]. An adapted version
of LDA, called Latent Process Decomposition (LPD), which can explicitly model expression
levels, was proposed by Rogers et al. [2005]. This work used LPD for clustering expression
micro-array data. Biologically-aware Latent Dirichlet Allocation (BaLDA), which extends
LDP, was introduced and used by Perina et al. [2010] for classification of expression micro-
array data. However, to the best of our knowledge, LDA has not been used for feature
extraction for the RNA splicing site prediction problem or for any other prediction problem

where DNA sequences are used.
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Chapter 4

Problem Definition and Approach

We begin this chapter by describing the splice site prediction problem. Then, we present
LDAW and LDAD approach considered in the first part of this work. Finally, we describe

all the Domain Adaptation algorithms which we used for the second part of this work.

4.1 Splice Site Prediction Problem

We will be validating the performance of our approaches on the splice site prediction prob-
lem. We have already described the gene structure and splicing in Section 2.1.1 and Section
2.1.2, respectively. We discussed in these sections that there is a consensus sequence sur-
rounding the acceptor site (GT) and the donor site (AG) to which the snRNPs bind during
splicing. Due to presence of consensus it is possible to use machine learning algorithms to
predict splice site. We will now discuss the details of this problem.

The donor site is identified by a GT sequence and acceptor site is identified by AG.
However, this GT-AG rule does not always hold. Therefore, we can model this problem as a
binary classification problem. The sequences with experimentally confirmed splice sites are
our positive examples and the sequences confirmed as not real splice site are our negative
examples. Given a DNA sequence surrounding a donor or acceptor site, our goal is to predict
if it is a real splice site or not.

Figure 4.1 shows examples from our dataset of both positive and negative instances.

Each instance has a possible acceptor site as it contain the AG sequence. However, only the
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instances in the positive class are real acceptor sites. Although the instances in negative
class have AG sequence, still they are not real acceptor sites. In our dataset, each instance
is composed of 60pb before and 79 bp after the possible donor site (AG). The information
surrounding the AG sequence is used to discriminate between the real acceptor site and

decoy acceptor site.

ATARGGCCAGCGGRAGAGGCGGCTGCCATTATAGCCGTGGCGGATGCCAGAGCCCE

CGGCCTGCCTGGCCATCAGTGTCCACGCCTACTCCGATGGT GCTCCAAAGGTATG
Positive Classy  AcaaceT GARCGAGCCCACCT TARAGCGCGAGGACAGCART CTGTCGARGAAGTC
TTTTACATGCAT TTGCGTTGCGACGAGATCGATGARCTTAT TTCGGATTTTGAAT

RAGGTCATCGATCTCARGGCRAAGATTGCCCARCTTT TGGCCGTGAT GCCAGACAR

ARAGTGARCARCACACTTARRCATGAGGATCCACCGACTCAAGRACTGETACCCR

CAGCTGAGTGCCRACCGCCCCGCRCCCGCTCCCACCACTARATGGGGGTCATCGIT

- RRGCGGCAGIGTICCTITACAGRATGTACCCAGIAGTTACATTCATGGIICCTICTT CCRCAGRGGCGGAGCGGCRAGGAGCACATCA
ARTCGITACTAARGCGATGIT TCCARCTCAT GTGAT ATTAT TTITAATITTCCCTTARACAGATATGTICCGTITIGITGETICTIIG
CCATTTICCAARTTITIGARTGGCTTGCATCATACTGACCCCAATTCATCTIGARTCCCCARAGTTACAGTCARGTCCAGTICTICCG
GIGRGAT TTACTGATTCACCCACTCGCAARTGAACARACTARTGGT TATITCTGGGTGATAGATGGCACT GGTGT TCACCARGATC
TGAGTTGRRARATTGGCTITIGITITARTGT IGRTAGCTAGTIGAT ATATCCACTCCCGCAGRCCATCGT CGCTCCARGGAGGAT G

r RAGGATAGCGCTCGCRGCGAGGACRRARACTGGICTCGIGIGGTICGACARRRRRGAT CARRAGCGARRACT GGCTGARACCGCATTA

ACARGGACACCTGGCTGCTCATACARCRRCAACRTCT ACGRCGTCACCGCCTICCTCARCGAGGTGAGART CGCACGGARCACGICG

Negative Class| TACACCAGAACCCGTTTGGCCATCACCCTCTTTIGTGTTGT GTGTGCCECCTCCACCECCAGTGCCCCCT ICTCCGACTCCATATT

CATCTITCGITTCCTTGATCATATCCGGACARCACTTCGCCATGGCARCACATTIC

ACTTCARAGCGGCAGCGCCARCARGAGCGTECTCART CTTICCTATGCCGCCAGTAR

GICTCAATTACCGCCTARTTITCICCGGGTGT TGARACGGAGAAGGT GRATCGGGE

Figure 4.1: Samples from positive and negative classes. The 3’ splice site or splice acceptor
site (AG) is highlighted in yellow.

4.2 LDAW and LDAD Approaches to Feature Gener-
ation and Construction

We have already presented a brief overview of our approaches in Chapter 1. As discussed
in Chapter 1, we need to represented biological sequences as feature vector before applying
any classification algorithm on them. A simple way to do this would be to find all the
k-mers and use each k-mer as a feature. However, this method will produce a large number
of features, which would be difficult to work with when learning. Therefore, it is desirable
to perform dimensionality reduction on the set of k-mers. We are using LDA to select the

best features from the set of all k-mers representing the sequences.
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AGGATAGCGCTCGCAGCGAGGACARARACTGGICTCGTGIGGTCGACARARRAGAT CARAR GCGARRACT GECTGAARCCGCATTA
ARRGTGAACAACACACT TAARCATGAGGATCCACCGACTCARGAACTGGTACCCA Sequence

1}

[ AGGATA GGATAG GATAGC ATAGCG TAGCGC AGCGCT GCGCTC CGCTCG GCTCGC CTCGCA TCGCAG CGCAGC
GCAGCG CAGCGA AGCGAG GCGAGG CGAGGA GAGGAC AGGACA GGACAA GACAAA ACAAAA CARAAA AARAAC
ARAACT ARACTG ARCTGG ACTGGT CTGGIC TGGICT GGICTC GICICG TCTCGT CICGIG TCGIGT CGIGIG
GIGTGG TGIGGT GIGGIC TGGICG GGTCGA GTCGAC TCGACR CGACAR CRRRRR RRRRRR
ARAAAG ARRRGA ARAGAT AAGATC AGATCA GATCAR ATCARA TCAARR CAARAG ARRRGC AAAGCG AAGCGA
6' mers AGCGAR GCGARA CGAAAR GAARAC AARACT ARACT! CIGGCT TGGCIG GGCTGA GCTGRA

CTGARA TGAAAC GRAACC AAACCG AACCGC ACCGCA CCGCAT CGCATT GCATTA CATTAR ATTAAR TTARAA
TAAARG ARAAGT ARAGTG AAGTGA AGTGAA GTGAAC TGAACA GARCAR ARCAAC ACAACA CARCAC AACACR
ACACAC CACACT ACACTT CACTTA ACTTAR CTTAAR TTAARC TAARCA AAACAT AACATG ACATGA CATGAG
ATGAGG TGAGGA GAGGAT AGGATC GGATCC GATCCR ATCCAC TCCACC CCACCG CACCGA ACCGAC CCGACT
CGACTC GACTCA ACTCAAR CTCAAG TCAAGA CAAGAA AAGAAC AGRACT GAACTG AACTGG ACTGGT CIGGTA
L~ TGGTAC GGTACC GTACCC TACCCA

]
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(- AGGATAG GGATAGC GATAGCG ATAGCGC TAGCGCT AGCGCTC GCGCICG CGCTCGC GCICGCA CTCGCAG
TCGCAGC CGCAGCG GCAGCGA CAGCGRG AGCGAGG GCGAGGR CGAGGAC GAGGACA AGGACRA GGRCARA
GACARAR ACRAARR CARRAAC RRRAACT ARRACTG AARCTGG AACTGGT ACTGGTC CTGGICT TGGTCTC
GGICICG GICTCGT TCICGTG CTCEIGT TCGIGIE CGIGIGE GIGTGET IGTGGIC GIGEICG TGGTCGR
GGTCGAC GTCGACA TCGACAR CGACAAR GACRAAR ACAARRA CAAARAR AMRAARG ARAARGR AAMRGAT
AMAGATC ARGATCA AGATCAA GATCAAR ATCAAAR TCARAAG CAAAAGC ARARGCG ARRGCGA AAGCGAR
AGCGAAR GCGAAAMA CGAMAAC GRAMACT ARAACTG AAACTGG AACTGGC ACTCGCT CIGGCTC TGGCTGA
7' MErsS =] GcocTeAA GCTGAAR CTGAAAC TGAARCC GARACCG AAACCGC ARCCGCA ACCGCAT CCGCATT CGCATTA
ARRRG TARAAGT ARRRGIG RAAGIGA RAGIGAR AGIGRAC GIGRACA
TGARCAA GRACAAC AACAACA RCARCAC CARCACA RACACAC ACACACT CACACTT ACACTTA CACTTAA
ACTTARA CTTRAAC TTARACA TAAACAT ARRCATG AACATGR ACATGAG CATGAGG ATGRGGA TGAGGAT
GAGGATC AGGATCC GGATCCA GATCCAC ATCCACC TCCACCG CCACCGA CACCGAC ACCGACT CCGACTC
CGACTCA GACTCAA ACTCAAG CTCAAGA TCAAGAA CARGARC ARGARCT AGARCTG GAACTGG AACTGGT
L ACTGGTA CTGGTAC TGETACC GGTACCC GTACCCA

AGGATAGC GGATAGCG GATAGCGC ATAGCGCT TAGCGCTC AGCGCTCG GCGCTCGC CGCTCGCA GCTCOCAG
[ CTCGCAGC TCGCAGCG CGCAGCGA GCAGCGAG CAGCGAGG AGCGAGGA GCGRGGAC CGAGGRCA GAGGACAR
AGGACARA GGACARAR GACAARAR ACARAARC CAAARACT RARAACTG ARRRCTGG AARCTGGT AACTGGIC
ACTGGICT CTGGICIC TGGTCTCG GGTICTCET GICTCGTG TCICGTGT CTCGIGTG TCGIGTGG CGIGIGET
GIGIGETC TGIGGICG GIGGTCGA TGGTCGAC GGTCGACA GICGACAA TCGACAAA CGACAAAR GACAAARA
ACAARARA CRAAARAG AARAAAGA AAARAGAT AARAGATC AAARGATCA AAGATCARA AGATCAAR GATCARAA
ATCARARG TCAARRGC CARARGCG AARRGCGR AARGCGAR ARGCGAAR AGCGRRARR GCGARRAC CGRRAACT
| GARAACTG AAAACTGG ARACTGGC ARCTGECT ACTGGCTG CTGGCTGA TGGCTGAR GGCTGARR GCTGARAC
8-mers CTGAAACC TGAANCCG GAAACCGC ARACCGCA AACCGCAT ACCGCATT CCGCATTA CGCATTAA GCATTARA
CATTAARA ATTARAAG TTARAAGT TARRAGTG AAARGTGA AAAGTGAR AAGIGAAC AGTGAACA GIGAACRR
TGANCARC GAACAACA AACAACAC ACAACACA CAACACAC AACACACT ACACACTT CACACTTA ACACTIRA
CACTTAAA ACTTARAC CTTAAACA TTARACAT TARACATG ARACATGA ARCATGAG ACATGAGC CATGAGGA
ATGAGGAT TGAGGAIC GAGGATCC AGGATCCA GGATCCAC GRTCCACC ATCCACCG TCCACCGR CCACCGAC
CRCCGACT ACCGACTC CCGACTCA CGACTCAR GACTCARG ACICRAGA CTCAAGAR TCRAGAAC CARGRRCT
ARGRACTG AGAACTGG GAACTGGT AACTGGTA ACTGGTAC CTGGTACC TGGTACCC GGTACCCR

Sequence as document

Figure 4.2: Illustration of the process of obtaining the set of k-mers from a biological
sequence. The biological sequence is taken from the same dataset which we have used in our
work.

Document collection

v

Topicl tttttt tatttt attatt ttattt ttttta tttatt atattt aaaaaa ttgatt aataat

Topic2 ggtacggt ttttttta tacggtag atattttt ttgttgtt tttgtttt ttcttttt tttctttt ttattgtt attttgaa
Topic3 gaagaaga gagaagaa agaagaag agagaaga aagaagaa agaagaga gagagaag gaggagga tatttttt agaaggag
Topic4 gagaga agagaa tgaaga gaagga

TopicS ccccocce ttattatt tttttatt tttatttt ttttattt tattattt atttttat tacggtat attatttt taattatt
Topicé tttttttt ttttttaa aaaaaaaa tttaaaaa aattaatt ttaatttt atcaattc gattcttc tgttgttt attaattg
TopicT7 gagaaga g agaagaa g g a aaaaaaa

Topic tTttttt ttatttt tattttt attattt ttttatt tttttat atttttt tttattt attttta ttgtttt

Topic? gagagaga gaggaaga tcaatcga tattgatt gaagagag ttgattga gtattgat attcattt aaaaaaat aattgaga
Topicl0 tacggta gtacggt tttcagg ttttctt aatcgat tttttct tttcttc goctcatc ttgagaa ttctatt

LDA Model

Figure 4.3: Illustration of the process of obtaining the LDA model from a document collec-
tion. The LDA model has 10 topics with 10 words (k-mers) in each topic.
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Our first step for feature generation was to find the set of all possible k-mers for a given
biological sequence. The biological sequences in our dataset are of length 141bp and we
represented each sequence using 6-mers, 7-mers and 8-mers. Figure 4.2 shows an example
from our dataset depicting how a sequence can be represented as a collection of k-mers.
Each set of k-mers corresponding to a sequence represents a “document” associated with
the sequence. The next step in our approach is to find the LDA features by topic modeling
this document collection. This step is shown in Figure 4.3. The order of the k-mers does
not matter in a document as LDA makes the bag of words [Blei et al., 2003] assumption.

As mentioned earlier in Chapter 1, we used two approaches for dimensionality reduction:
(a) LDA words (LDAW) (b) LDA distribution (LDAD). We will now discuss each of these

approaches in details.

4.2.1 LDAW Approach

In LDAW, we use all the k-mers (with high probability) obtained by modeling the document
collection as our features. Figure 4.4 illustrates the process of representing a test or a
training document using LDAW features. To represent a document, we simply count the
number of occurrences of each word (k-mer) from each LDA topic. Thus, for an LDA model
represented by 10 topics with 10 words (k-mers) in each topic, we will have 100 features
(unless there is word overlap between topics). An important point to note is that, we can
control the number of LDA features, by controlling the number of topics and the number of
words shown in a topic used for modeling our document collection. For example, if we set
the number of topics as 10 and number of words in each topic as 10, then after modeling

the documents using LDA we will be left with only 100 LDAW features.

4.2.2 LDAD Approach

In LDAD we use the topic distribution for each topic as our features. Figure 4.5 illustrates
how we can represent a training or a test document using LDAD features. A document is

represented by the topic distribution of each topic obtained from LDA model. Therefore,
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Topicl tttttt tatttt attatt ttattt ttttta tttatt atattt aaaaaa ttgatt aataat

Topic2 ggtacggt ttttttta tacggtag atattttt ttgttgtt tttgtttt ttcocttttt tttctttt ttattgtt attttgaa
Topic3 gaagaaga gagaagaa agaagaag agagaaga aagaagaa agaagaga gagagaag gaggagga tatttttt agaaggag
Topic4 agaaga gaagaa gagaga gagaag aagaag gaagag agagag agagaa tgaaga gaagga

Topic5 cecccceceoc ttattatt tttttatt tttatttt ttttattt tattattt atttttat tacggtat attatttt taattatt
Topicé tttttttt ttttttaa aaaaaaaa tttaaaaa aattaatt ttaatttt atcaattc gattcttc tgttgttt attaattg
Topic7 gagaaga gaagaag agagaga agaagaa aagaaga gagagag agagaag gagagaa gaagaga aaaaaaa

TopicB ttttttt ttatttt tattttt attattt ttttatt tttttat atttttt tttattt attttta ttgtttt

Topic® gagagaga gaggaaga tcaatcga tattgatt gaagagag ttgattga gtattgat attcattt aaaaaaat aattgaga
Topicl0 tacggta gtacggt tttcagg ttttoctt aatcgat tttttet tttcotte gotcatc ttgagaa ttctatt

LDA Model

Topicl 0.13064713064713065
Topic2 0.11623931623931624
Topic3 0.1111131111131131111
Topicd 0.10842490842490843
Topics 0.10134310134310134 .
Topicé 0.09890109895010989 - Topic
Topic7 0.09645909645509646 Probabilities
Topic8 0.08595848595848556
Topic9 0.08522588522588523
Topicl0 0.06568986568986569
LDAD Features

Figure 4.4: Illustration of the process of representing a document with LDAW features. A
document is represented by the count of occurrences of each word (k-mer) in LDA model

29



the number of features is equal to the number of topics, which represent the LDA model of
the document collection. For example, if the LDA model has 10 topics then the number of
features would also be 10, as shown in the example in Figure 4.5.

The number of LDAD features only depends on the number of topics and not on the

number of words. Figure 4.4 illustrates this approach.

-Eoplcl tttttt tatttt attatt ttattt ttttta tttatt atattt aaaaaa ttgatt aataat

Topic2 ggtacggt ttttttta tacggtag atattttt ttgttgtt tttgtttt ttcttttt tttctttt ttattgtt attttgaa
Topic3 gaagaaga gagaagaa agaagaag agagaaga aagaagaa agaagaga gagagaag gaggagga tatttttt agaaggag
Topic4 agaaga gaagaa gagaga gagaag aagaag gaagag agagag agagaa tgaaga gaagga

TOpiCS cccccccc ttattatt tttttatt tttatttt ttttattt tattattt atttttat tacggtat attatttt taattatt
Topicé tttttttt ttttttaa aaaaaaaa tttaaaaa aattaatt ttaatttt atcaattc gattcttc tgttgttt attaattg
Topic? gagaaga gaagaag agagaga agaagaa aagaaga gagagag agagaag gagagaa gaagaga aaaaaaa

TopicB ttttttt ttatttt tattttt attattt ttttatt tttttat atttttt tttattt attttta ttgtttt

Topic® gagagaga gaggaaga tcaatcga tattgatt gaagagag ttgattga gtattgat attcattt aaaaaaat aattgaga
Topicl0 tacggta gtacggt tttcagg ttttctt aatcgat tttttet tttcottc getcate ttgagaa ttcotatt

LDA Model
- | teeeee 20 ]
tatttt 3
gagaagaa 0
ttattt 43
ttttta 65
Features+ | tccace 21 Counts
gaagaaga 4
ttgatt 8
gctcatc 47
gaagaga 32
L | aaaaaaa 38 J
..... LDAW Features

Figure 4.5: [llustration of the process of representing a document with LDAD features. A
document is represented by the topic distribution of each topic in the LDA model.
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4.2.3 Using LDA Features for Classification

Once we obtain the features using either LDAW or LDAD, we represent both our training
and test instances using these features. We then use a classifier to built a model from
the training instance. We used logistic regression and Support Vector Machine (SVM)
classifiers to learn models during training phase. Finally, the use the model learned during
training phase to determine if a given instance belongs to positive class or negative class.
An important point to note is that the sequence collection from which we obtained LDA

model consisted of only the training instances and not the test instances.

4.3 Domain Adaptation Algorithms

In the second part of this work, we evaluate the effect of using LDA features in a domain
adaptation framework. For this purpose we use different domain adaptation methods, sim-
ilar to the methods used in Schweikert et al. [2009]. Before going into the details of these
approaches let us first define the source domain and the target domain with respect to do-
main adaptation. A classifier trained using a traditional supervised learning algorithm can
make predictions only about the unlabeled instances from the domain to which the training
instances belong. However, domain adaptation algorithms make use of data from a different
but related domain called as source domain to help make predictions about another domain
called target domain. Basically, a source domain has some informative knowledge, which can
be used to improve the classification accuracy of a target domain. Mostly, transfer learning
is used when the number of labeled instances is very small in the target domain and we
need to make use of labeled instances from the source domain to improve the performance
of the classifier. Given this description of the source domain and the target domain, let us

now describe each of the domain adaptation algorithms, and the baselines we have used.
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4.3.1 Target Only (DA;) and Source Only (DA;) Baselines

As baseline algorithms, we used two methods named as target only (DA;) and source only
(DAy) (see (A) and (B) of Figure 4.6). As the names suggest, in the target only method,
we use labeled data from target domain only to train a classifier, and in the source only
method we use labeled data from source domain only to train the classifier. An important
point to note here is that the setting used for domain adaptation DA; is the same as the
one corresponding to the supervised learning framework. In other words, all the results

obtained for supervised learning are the same as those obtained for DA,.

4.3.2 Weighted Combination (DA, ;)

In the weighted combination approach the classifier is trained on the combination of source
and target data (see (C), (D) and (E) of Figure 4.6). The weight of source data was kept
double of target data in one set of experiments (DAss.;). In the second set of experiments
the weight of target data was kept double of the weight of target data (DA, 9). Finally, in
the third set of experiments the weight of target and source data was kept equal (DA,,).

An important point to note is that the sequence collection from which we obtained the
LDA model in the domain adaptation setting consisted of the training instances from both
source and target training instances. Unlike, the supervised learning framework where we

used training instances only from the target domain.
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Target Only Source Only

Predictions

Predictions

Predictions

Predictions

Unlabeled
“elicls s el |- Predictions

(E)

Figure 4.6: Illustration of Target Only (DA;), Source Only (DAs) and Weighted Combi-
nation (DAgsiye) approaches.
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Chapter 5

Experimental Setup

This Chapter describes the details of the experiments conducted to find the effectiveness
of LDA as a dimensionality reduction tool for biological sequences in a supervised learning
framework and domain adaptation framework.

In supervised learning framework, we conducted experiments with the aim to answer the

following questions:
e How effective are the LDAW features for classification of DNA sequences?

How effective are the LDAD features for classification of DNA sequences?

How does the performance vary with the number of LDA topics used?

How does the performance vary with the size of k-mers?

How does the performance vary with the amount of labeled data in the target domain?

What is the effect of using different classifiers?

In domain adaptation framework, we conducted experiments with the aim to answer the

following questions:

e How effective are the domain adaptation approaches with increasing evolutionary dis-

tances between species?
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e What is the effect of using a weighted combination of source and target data as training

data?

We will begin by explaining experimental setup for supervised learning framework and

then we will discuss the experimental setup for domain adaptation framework.

5.1 Supervised Learning Framework

We begin this section by describing the dataset that we used and how we split the dataset

for training and testing. We then discuss about the set of experiments which we performed.

5.1.1 Dataset Description

We consider the task of identifying acceptor and donor splice sites within a large set of
potential splice sites on the basis of the sequence surrounding the potential site. We obtained
the dataset for this problem from Schweikert et al. [2009]. This dataset has larger amounts
of labeled samples and unlabeled samples for C. remanei, P. pacificus, D. melanogaster and

A. thaliana, which we used to study our approaches in supervised learning framework.

5.1.2 Dataset Splits

The dataset splits which we used for our experiments are shown in Figure 5.1. In the training
phase, we used the datasets of sizes 1,000, 2,500, 6,500, 16,000, 25,000, 40,000 and 100,000.
These datasets were formed by randomly selecting samples from the labeled data for each
organism. For all sample sets, the positive to negative ratio was 1/100. For cross-validation
purpose, each target set was divided in three parts and all experiments were performed three
times by considering two-third of the set for training. For our experiments, we balanced the
training dataset such that we were left with equal number of positive and negative samples.
If the training data is skewed towards a class, called majority class, then the classifier tends
to predict always the majority class (even though they belong to minority class). To avoid

this behavior we balance the training data by randomly removing samples from majority

35



class. A set of 60,000 samples was kept aside for each organism, which was used for testing
purpose. Each of the three classifiers built in training phase were tested with one-third of
the testing dataset of size 20,000. We averaged the results obtained from all three sets of

experiments.

Training Testing

| A
f LI | 1

Figure 5.1: The train set is split in three parts. Two-third of the train set is used for
training. Similarly, test set is split in three parts and each part is used in each of the three
experiments.

5.1.3 Experiments

We performed experiments using both LDAW and LDAD approaches with all the four
species, C. remanei, P. pacificus, D. melanogaster and A. thaliana to study the effectiveness
of these approaches for classification of DNA sequences. Below are some other details about

the experiments which we performed in supervised learning framework:

e To evaluate the effectiveness of LDAW and LDAD approaches we compared their

results with a traditional dimensionality reduction approach based on the information
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gain criterion. This dimensionality reduction approach is called Mutual information
(MI) method (for details refer to [McCallum and Nigam, 1998]). We use Weka’s
! implementation for information gain (InfoGainAttributeEval along with Ranker’s
search algorithm) to rank a set of features in the decreasing order of their mutual
information with the class variable [Hall et al., 2009]. We performed four sets of
experiments by selecting top 100, 500, 1000 and 2000 features from this ordered list

of features.

To study the performance variation with the number of LDA topics, we used 10, 50,
100 and 200 topics. The number of words in each topic were kept constant as 10.
Therefore, the number of LDAW features obtained were 100, 500, 1000 and 2000 and
the number of LDAD features obtained were 10, 50, 100 and 200, respectively.

To study the performance variation with the size of k-mers we performed experiments

using only 6-mers and only 8-mers.

To study the effect of using different classifiers, we performed experiments with both

Logistic Regression classifier and Support Vector Machine classifier.

5.2 Domain Adaptation Framework

We begin this section by describing the dataset that we used and how we split the dataset

for training and testing. We then discuss about the set of experiments which we performed.

5.2.1 Dataset Description

We consider the same task of identifying acceptor and donor splice sites on the basis of

the sequence around the potential site, as we considered in supervised learning framework.

We obtained the dataset for this problem from Schweikert et al. [2009]. This dataset is

specifically designed to be used in a domain adaptation setting. C. elegans is a very well

Thttp://weka.wikispaces.com/
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studied model organism, which makes it appropriate as a source domain. The dataset has a
large amount of splicing site labeled data for C. elegans. It also has larger labeled samples
and unlabeled samples for C. remanei, P. pacificus, D. melanogaster and A. thaliana, which
will be used as target domains. Although, domain adaptation is used when the target domain
does not have enough labeled data, however, in our experiments we also studied the effect
of increasing labeled data in target domain. C'.remanes is the closest to C. elegans amongst
all other organisms and they diverged around 100 million years ago [Stein et al., 2003].
More distantly related, P. pacificus diverged from C. elegans more than 200 million years
ago [Pires-Dasilva and Sommer, 2004]. D. melanogaster diverged from C.elegans around
990 million years ago [Abel et al., 2003]. Lastly, A. thaliana is a plant and it separated
from other organisms more than 1,600 million years ago (see Figure 5.2). As the target
domain organisms have varying evolutionary distances from the source domain, therefore,
this dataset will be suitable to study the effectiveness of the domain adaptation approach

for increasing evolutionary distances among the species.

5.2.2 Dataset Splits

We used the same dataset splits as used by Schweikert et al. [2009]. In the training phase, we
used the target datasets of sizes 1,000, 2,500, 6,500, 16,000, 25,000, 40,000 and 100,00 and
a source dataset of size 25,000. These datasets were formed by randomly selecting samples
from the labeled data for each organism. For all sample sets, the positive to negative ratio
was always kept as 1/100. We balance the training data by randomly removing samples
from majority class. A set of 60,000 samples was kept aside for each target organism, which
was used for testing purpose. Each of the three classifiers built in training phase were tested
with one-third of the testing dataset of size 20,000. We averaged the results obtained from

all three sets of experiments. (see Figure 5.3).
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100 M yrs

200 M yrs

980 M yrs

1600 M yrs

Figure 5.2: Information transfer from source to target domains. As source organism,
we used the well-annotated model organism C. elegans. As target domains, we used four
organisms with varying evolutionary distances to C. elegans.

5.2.3 Experiments

We used only LDAW approach to study the effect of using different Domain Adaptation
algorithms. We performed experiments for both the baselines (DA; and DA;) algorithms
four target species. To study the variation of the performance with changing the weights
of labeled data in source and target domain, we performed experiments for DAy, DAgsyy
and DA, 9. The weighted combination experiments were also performed for all the four
target species. We used Logistic Regression classifier for all experiment performed in domain
adaptation framework.

The results obtained from all the experiments discussed in this chapter are presented in

Chapter 6 and conclusions derived from them are discussed in Chapter 7.
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Training Testing

1 A
1

| 1

Figure 5.3: The target train set is split in three parts. Two-third of the labeled samples
from target domain is combined with the labeled sampled from source domain and is used for

training. Similarly, target test set is split in three parts and each part is used in each of the
three experiments.
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Chapter 6

Results

In this chapter, we discuss the results obtained by running the experiments described in
Chapter 5. We begin by discussing the results obtained for the experiments performed in
supervised learning framework in Section 6.1. We then discuss the results obtained for the

experiments performed in domain adaptation framework in Section 6.2.

6.1 Supervised Learning Framework Results

The organization of this section is as follows: in Section 6.1.1 we report the results of
the experiments performed to study the effectiveness of LDAW and LDAD approach as
compared to MI features; in Section 6.1.2 we examine the results of using different classifiers;
in Section 6.1.3 we discuss the effect of varying different parameters for LDAW method i.e.
number of topics and size of k-mers, and in Section 6.1.4, we study the effect of increasing

labeled data in training dataset.

6.1.1 Study of Effectiveness of LDA Topic Modeling Features

In this section, we investigate the effectiveness of using LDA topic modeling for dimensional-
ity reduction. This section is further divided into two sub-sections. In the first sub-section,
we compare LDAD and LDAW methods to see which one gives better performance. In
the second sub-section, we compare LDAD results with MI results, which is a traditional

dimensionality reduction method.
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LDAW vs. LDAD

We first compare the results obtained from LDAW and LDAD approaches. For this experi-
ment, we only use the supervised learning framework (D A;) approach with logistic regression
classifier. We perform experiments for different training data sizes and for different number
of LDA topics. The results obtained with LDAW approach are shown in Table 6.1, while
the LDAD approach results are shown in Table 6.2. These tables show that auROC values
obtained from LDAW methods are greater than that of LDAD approach.

C. remanei
| 1000 | 2500 | 6500 [ 16000 | 25000 | 40000 | 100000
10 [0.615 [ 0.574 [ 0.549 [0.635 [0.682 [ 0.699 | 0.718
50 |0.586 | 0.56 | 0.613 | 0.536 | 0.546 | 0.544 [ 0.621
100 [ 0.591 | 0.592 [ 0.585 | 0.638 [ 0.528 | 0.559 [ 0.568
200 | 0.634 [ 0.62 | 0.658 | 0.606 | 0.563 | 0.56 | 0.645
P. pacificus
| 1000 | 2500 | 6500 [ 16000 | 25000 | 40000 | 100000

10 [0.486 [ 0.494 [ 0.501 | 0.489 [ 0.491 | 0.492 [ 0.488
50 049 [0.49 [0.507 [0.49 |0.487 | 0.491 | 0.487
100 [ 0.493 [ 0.592 [ 0.585 [ 0.638 [ 0.492 [ 0.506 [ 0.487
200 [ 0473 [ 0.5 [0.477 [0.515 | 0.501 | 0.502 | 0.501
D. melanogaster
| 1000 | 2500 | 6500 [ 16000 | 25000 | 40000 | 100000

10 ] 0.512 [ 0.552 [ 0.579 [ 0.544 [0.524 [ 0.577 [ 0.664
50 [0.553 [ 0.576 | 0.598 | 0.603 | 0.602 | 0.626 | 0.643
100 [ 0.594 | 0.523 [ 0.613 | 0.655 | 0.606 | 0.549 | 0.521
200 | 0.621 | 0.587 | 0.636 | 0.646 | 0.575 | 0.629 | 0.512
A. thaliana
| 1000 | 2500 | 6500 [ 16000 | 25000 | 40000 | 100000
10 [0.525[0.525[0.523 [ 0.579 [0.651 [ 0.64 [ 0.667
50 [0.554]0.548 | 0.585 | 0.556 | 0.543 | 0.549 | 0.587
100 | 0.561 [ 0.592 [ 0.593 | 0.546 [ 0.571 [ 0.56 [ 0.524
200 [ 0.572 [ 0.593 | 0.603 | 0.597 | 0.592 | 0.553 | 0.501

Table 6.1: auROC values obtained from LDAW method in supervised learning framework
(DA; approach) with logistic regression classifier. The target data set sizes used are 1000,
2500, 6500, 16000, 25000, 40000 and 100000, respectively (column names). The number of
topic used are 10, 50, 100 and 200, respectively (row names). The best value obtain for a
giwen number of topics with increasing data set sizes is highlighted in each row.
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C. remanei

| 1000 | 2500 | 6500 [ 16000 | 25000 | 40000 | 100000
10 [0.458 [ 0.486 [ 0.524 | 0.533 [ 0.512 | 0.481 [ 0.489
50 |0.455 [ 0.505 | 0.52 | 0.525 | 0.506 | 0.476 | 0.469
100 [ 0.438 | 0.491 [ 0.525 | 0.526 | 0.508 | 0.483 [ 0.496
200 | 0.489 | 0.521 | 0.533 | 0.531 | 0.522 | 0.509 | 0.503
P. pacificus
| 1000 | 2500 | 6500 [ 16000 | 25000 | 40000 | 100000

10 [0.472]0.472]0.502 [ 0.498 [ 0.507 | 0.493 | 0.481
50 |0.481]0.482]0.513 | 0.509 | 0.495 | 0.485 [ 0.473
100 [ 0.47 ]0.4840.482 | 0.491 [ 0.482 | 0.479 [ 0.467
200 | 0.494 | 0.517 [ 0.524 | 0.523 | 0.523 | 0.518 | 0.518
D. melanogaster
[ 1000 | 2500 [ 6500 | 16000 | 25000 | 40000 | 100000

10 [0.453 [0.4870.523 [ 0.551 [ 0.502 [ 0.473 [ 0.462
50 [0.497 [0.518 [ 0.515 | 0.521 |0.533 [ 0.48 |0.46
100 [ 0.514 [ 0.527 [ 0.53 [ 0.526 [ 0.503 [ 0.492 [ 0.459
200 | 0.499 | 0.506 | 0.503 | 0.511 | 0.537 | 0.516 | 0.511
A. thaliana
| 1000 | 2500 | 6500 [ 16000 | 25000 | 40000 | 100000

10 | 0.495 | 0.506 | 0.505 | 0.516 | 0.514 | 0.509 | 0.492
50 | 0.454 | 0.499 | 0.51 0.514 | 0.517 | 0.484 | 0.484
100 | 0.476 | 0.482 | 0.506 | 0.51 0.531 | 0.487 | 0.493
200 | 0.43 | 0.498 | 0.52 0.528 | 0.528 | 0.505 | 0.509

Table 6.2: auROC values obtained from LDAD method in supervised learning framework
(DA approach) with logistic regression classifier. The target data set sizes used are 1000,
2500, 6500, 16000, 25000, 40000 and 100000, respectively (column names). The number of
topic used are 10, 50, 100 and 200, respectively (row names). The best value obtain for a
given number of topics with increasing data set sizes is highlighted.

Figure 6.1 shows a graph obtained by plotting auROC values against training data size
for both LDAW (red) and LDAD (blue) approaches. It is clear from this graph that LDAW
gives better performance as compared to LDAD for various training data sizes. Furthermore,
even for the same number of LDA topics LDAW performs better that LDAD. An explanation
for this behavior could be that for the same number for LDA topics the number of features
for LDAW is ten times larger that the number of features for LDAD. For example, for 10

LDA topics the number of LDAW features is 100 as each topic has 10 words, whereas for
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LDAD we just consider the topic distribution, therefore, there will be only 10 features.
Note that we have shown results only for C. remanei, D. melanogaster and A. thaliana.
The results obtained for P. pacificus were very poor. All the auROC values were less that

0.5 and there was no improvement with training data size for any of the methods.
LDAW vs. MI

The results from the above sub-section clearly show that LDAW is more effective than the
LDAD approach. In this section, we present the results of the experiments which compare
LDAW with a traditional dimensionality reduction method, specifically Mutual information
(MI).

Summary of all the results obtained using the MI dimensionality reduction method is
shown in Table 6.3. We performed experiments using MI features for all four organisms and
varied both training data set sizes and number of features. The classifier used for this study
was logistic regression and the approach used was D A;.

As discussed in the previous section, the results for P. pacificus are very poor using
LDAW method. These results do not follow the pattern observed for the other three organ-
isms. Thus, all the observations made in this section are based on results obtained from C.
remanei, D. melanogaster and A. thaliana.

First, to study the effect of number of features on performance of LDAW method and
MI method, we plotted a graph against the number of features which gave best performance
for a given training data set size. Figure 6.2 shows the graphs obtained by plotting the
number of features which gave best performance for difference data set sizes for C. remanei,
P. pacificus, D. melanogaster and A. thaliana, respectively. It can be seen from these graphs
that for MI method the best performance is obtained for 1000 features, irrespective of the
size of training data set. However, in case of the LDAW method, for smaller training data
sets, larger number of features give better value whereas for large training data set smaller
number of features (10 topics i.e. 100 features) give better value. The best performance

obtained for small number of features with large training set can be explained for biological
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0.8
(5]
(=]
[+
s
a
1000 2500 6500 16000 25000 40000 100000
Datasetsize
D. melanogaster
0.7
OB
=]
o0
=)
< 05
0.4
1000 2500 6500 16000 25000 40000 100000
Datasetsize
A. thaliana
0.8
——LDAW10
0.7 -=-LDAWS0
o
& ——LDAW100
2 06 —=-LDAW200
-=-LDAD10
0.5
—e-LDADS0
bk —=-LDAD100
1000 2500 6500 16000 25000 40000 100000  —LDAD200
Dataset size

Figure 6.1: Graphs obtained by plotting auROC values against training data size for C.
remanei, D. melanogaster and A. thaliana, respectively. Fach data series corresponds to a
different number of LDA topics (LDAW10 corresponds to LDAW method with 10 topics).
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data, however, the best performance obtained for small number of topics with larger number
of features is counter intuitive. Discussion of such behavior is presented in Section 6.1.3.

Also, from Table 6.3, it can be observed that for MI method the performance increases
with the increase in number of features and then it starts decreasing after a threshold.
For our experiments the best performance is obtained for 1000 features, however, for 2000
features again the performance degrades.

Second, to compare the performance of LDAW and MI method, we plotted a graph of
the best auROC values obtained from LDAW method and MI method against dataset sizes.
Figure 6.3 shows a graph obtained by plotting best auROC value, irrespective of the number
of features against the training dataset for C. remanei, P. pacificus, D. melanogaster and
A. thaliana. The most important thing to note here is that for all three organisms, C.
remanei, D. melanogaster and A. thaliana, the performance of LDAW method is better
than MI method for large training data sets. Otherwise the MI method gives better result
than LDAW method. Thus, we can say that LDAW is able to select better features than

MI method when the size of the training dataset is very large.

6.1.2 Study of Support Vector Machine vs. Logistic Regression
Classifiers

In the previous subsection, we analyzed the effectiveness of using LDA features. All these
experiments were performed using Logistic Regression classifier (see Section 2.2.1). In this
section, we will study the effect of using a different classifier. For this comparison we used
Support Vector Machine classifier (see Section 2.2.2), as a classifier and compared it to the
Logistic Regression classifier.

Table 6.4 shows the results obtained for LDAW method using the Support Vector Ma-
chine (SVM) classifier (with default parameters). We performed experiments using SVM
classifier for all four organisms and varied both training data set sizes and number of fea-
tures. We have performed these experiments only in supervised learning framework.

To compare the performance of logistic regression classifier and SVM classifier we plot-
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Figure 6.2: Graphs obtained by plotting the number of features which gave the best perfor-
mance against training data size. Blue data series corresponds to the LDAW method and
Orange corresponds to the MI method.
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C. remanei

| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000
100 [0.544 [ 0.589 [ 0.593 [ 0.597 | 0.604 | 0.587 [ 0.58
500 | 0.605 | 0.625 | 0.634 | 0.638 | 0.628 | 0.632 | 0.606
1000 [ 0.624 | 0.644 | 0.667 | 0.687 | 0.696 | 0.677 [ 0.670
2000 | 0.584 [ 0.597 | 0.612 | 0.62 | 0.653 | 0.646 | 0.632
P. pacificus
| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

100 [0.489 [ 0.532 [ 0.54 [0.544 | 0.568 | 0.573 [ 0.568
500 | 0.538 [ 0.547 | 0.60 | 0.625 | 0.628 [ 0.583 | 0.571
1000 | 0.558 | 0.568 | 0.623 | 0.611 | 0.633 | 0.603 | 0.59
2000 | 0.547 | 0.549 | 0.564 | 0.577 | 0.598 | 0.581 | 0.573
D. melanogaster
| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

100 ] 0.546 [ 0.550 [ 0.567 | 0.565 | 0.574 [ 0.577 | 0.563
500 [0.552 ] 0.558 | 0.592 | 0.618 | 0.587 | 0.562 | 0.540
1000 | 0.573 [ 0.583 [ 0.628 | 0.643 | 0.63 | 0.617 | 0.611
2000 [ 0.566 | 0.572 | 0.592 | 0.612 | 0.605 | 0.587 | 0.580
A. thaliana
| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

100 | 0.554 | 0.574 | 0.581 | 0.597 | 0.608 | 0.588 | 0.583
500 | 0.616 | 0.624 | 0.639 | 0.642 | 0.675 | 0.636 | 0.612
1000 | 0.630 | 0.632 | 0.642 | 0.672 | 0.703 | 0.651 | 0.620
2000 | 0.592 | 0.604 | 0.613 | 0.612 | 0.623 | 0.607 | 0.587

Table 6.3: auROC values obtained from MI method in supervised learning framework (DA,
approach) with logistic regression classifier. The target data set sizes used are 1000, 2500,
6500, 16000, 25000, 40000 and 100000, respectively (column names). The number of fea-
tures used are 100, 500, 1000 and 2000, respectively (row names).

ted a bar graph showing the auROC values for increasing training data set sizes for both
classifiers. Figure 6.4 shows these graphs for C. remanei, P. pacificus, D. melanogaster and
A. thaliana. The red data series corresponds to results from logistic regression classifier and
the blue data series corresponds to SVM classifier. Following are the observations made

from this graph:

o Firstly, for C.remaner SVM classifier performs better than logistic regression classifier

except for larger number of topics (features) i.e., for training data set sizes of 1,000,
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2,500, 6,500 and 1,00,000 for 200 topics logistic regression gives better results than
SVM classifier.

e Secondly, for both A. thalians and D. melanogaster the logistic regression classifier

performs better than SVM classifier in most of the cases.

e Lastly, for P. pacificus for all the training data set sizes and number of topics logistic

regression classifier performs better than SVM classifier.

From the above observations we can see that the performance of logistic regression classifier
is better for majority of the organisms. Thus, we perform the rest of our experiments using
the logistic regression classifier only. Note: SVM has not been tuned. It has been used with

a definite parameters (meaning a linear kernel).

6.1.3 Study of Different LDA Topic Modeling Settings

In the previous section, we studied the effect of using different classifier. An important aim
of this work is also to study the effect of varying the number of LDA features on classification
performance. With this aim in mind, we performed our next set of experiments with different
number of LDA topics and different k-mer sizes. Results from each of these experiments are

presented in the subsections that follow.
The Effect of Increasing the Number of LDA Topics

We varied the number of LDA topics for each set of experiments that we performed. In this
section, we studied the effect of varying LDA topics on LDAW and LDAD methods. We
begin our discussion with LDAW method and then we move to LDAD method.

The results obtained from LDAW approach for in supervised learning framework using
logistic regression classifier are summarized in Table 6.1. Based on this table we constructed
a graph showing the number of topics which give best auROC values against the training
data set sizes for C. remanei, D. melanogaster and A. thaliana. As mentioned in Section

6.1.1, the results for P. pacificus do not follow the patterns observed for the other three
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C. remanei

| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000
10 [0.669 | 0.674 [ 0.675 [ 0.698 [ 0.692 | 0.667 [ 0.68
50 |0.616 | 0.605 | 0.734 [ 0.561 | 0.54 [0.58 |0.631
100 [ 0.601 | 0.56 [ 0.703 | 0.518 [ 0.578 | 0.645 [ 0.594
200 | 0.589 | 0.541 | 0.533 [ 0.655 | 0.648 | 0.577 | 0.596
P. pacificus
| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 [0.486]0.483]0.499 [ 0.489 | 0.475 | 0.481 | 0.482
50 |0.467 | 0.489 | 0.488 | 0.514 | 0.482 | 0.489 | 0.48

100 [ 0.476 | 0.483 [ 0.492 [ 0.503 [ 0.48 | 0.497 | 0.484
200 | 0.503 | 0.495 | 0.49 | 0.492 | 0.49 | 0.485 | 0.501
D. melanogaster
[ 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 [0.53 [0.566 [ 0.579 [ 0.555 [ 0.569 | 0.552 | 0.588
50 [0.534[0.583]0.535 | 0.562 | 0.505 | 0.56 | 0.537
100 | 0.551 | 0.521 [ 0.546 | 0.562 | 0.566 | 0.517 | 0.572
200 [ 0.531 [ 0.521 | 0.545 | 0.582 | 0.544 | 0.588 | 0.563
A. thaliana
| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 [ 0.517 | 0.518 | 0.517 | 0.533 | 0.53 | 0.532 | 0.529
50 | 0.516 | 0.52 | 0.505 | 0.538 | 0.522 | 0.512 | 0.526
100 | 0.527 | 0.523 | 0.524 | 0.498 | 0.501 | 0.505 | 0.536
200 | 0.49 | 0.524 | 0.542 | 0.527 | 0.523 | 0.524 | 0.529

Table 6.4: auROC values obtained from LDAW method in supervised learning framework
with SVM classifier. The target data set sizes used are 1000, 2500, 6500, 16000, 25000,
40000 and 100000, respectively (column names). The number of LDA topics used are 10,
50, 100 and 200. respectively (row names).

organisms for LDAW method. Therefore, we did not plot the result for P. pacificus. This

graph is shown in Figure 6.5. The following observations are made based on this graph:

e For training data set sizes of 1,000, 2,500 and 6,500 the best auROC value is obtained

for 200 topics.
e For training data set sizes of 16,000 the best auROC value is obtained for 100 topics.

e For training data set sizes of 25,000, 40,000 and 100,000 the best AUROC is obtained

for 50 or 10 topics.
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The best auROC values for small number of features with large training set is easy to
explain for biological data. Every sequence in our dataset is 141bp long. About 100 - 500 k-
mers are enough to cover all the possible consensus sequences in a given sequence collection.
Thus, we can classify only using small number of features even for a large datasets. However,
the best performance obtained for small number of topics with larger number of features is
counter intuitive and only some kind of over fitting can explain these results. We need to
investigation deeper to explain these results. We can use a denser LDA topic scale, with
steps of 10 topics to understand this behavior.

The results obtained from LDAD approach in supervised learning framework approach
using logistic regression classifier are summarized in Table 6.2. Based on this table we
constructed a graph showing the number of topics which give the best auROC value against
the training data set sizes for all the organisms. This graph is shown in Figure 6.5. We
can clearly see from this graph that the best performance is obtained from 200 topics for
almost all sizes of training data sets and all organisms. There are only few exceptions for
smaller data, set sizes where performance with less number of topics is better. Thus, we can
conclude that the performance of LDAD is better for large number of topics than for small

number of topics.
The Effect of Increasing the Size of k-mers

In this section, we studied the effect of increasing the size of k-mer and effect of using com-
bination of k-mers as features. All the results we presented so far were using a combination
of 6-mers, 7-mers and 8-mers features (6+7+48 mers). In order to perform this study, we
conducted two sets of experiments. In the first set of experiments we used only 6-mers
features and in the second set of experiments we used only 8-mers features. We used the
logistic regression classifier and the DA; approach for these experiments. We compared the
results obtained from these experiments with the results in Table 6.1, where we have also
used logistic regression classifier and DA; approach but with the combination of 6-mers,

7-mers and 8-mers. Thus, for each of these experiments the classifier, approach, test data,
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train data and number of LDA topics used are the same, only the type of features are
changed. The results which we obtained from 6-mers only features and 8-mers only features
are summarized in Tables 6.5 and 6.6, respectively. We did not presented the results for
P.pacificus for the reasons discussed in the above sections.

In order to further analyze these results we plotted graphs for auROC values obtained
for 6-mers only, 8-mers only and combination of k-mers against the increasing size of train-
ing data sets. We will study the graphs obtained from C. remanei, D. melanogaster and
A.thaliana. The graphs obtained for C. remanei for topic count 10, 50, 100 and 200 are
shown in Figure 6.6. We plotted similar graphs for D. melanogaster, which are shown in
Figure 6.7, each graph corresponding to topic count of 10, 50, 100 and 200. Finally, the
same type of graphs were also plotted for A. thaliana. These graphs are shown in Figure 6.8,
each corresponding to topic count of 10, 50, 100 and 200. Following are the observations

made based on these graphs:

e The maroon data series representing 6-mers only features is lower than the other two
data series in nearly all graphs. This shows that performance of 6-mers only is worst as
compared to both 6+7+8 mers features and 8-mers only features. Since, 6-mers only
features gave poor results as compared to 8-mers only features we can conclude that
the performance of LDAW method would improve with the increase in the size of k-
mers used for obtaining LDAW features, although the improvement is not very drastic.
This can be explained by the fact that the information captured by a larger k-mer
is more as compared to the information captured by a smaller k-mer. An important
point to note here is that, after a threshold the performance will degrade with the

increase in the k-mer size.

e The blue data series representing 64748 mers features is above the green data series
representing 8-mers features for smaller data sets. However, for larger data sets green
data series is above the blue data series. Therefore, we can say that for smaller training

data sets 6+7+8 mers performs better, whereas for larger training data sets 8-mers
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only features perform better. Better performance of 8-mers only features as compared
to 64748 mers can be explained by the fact that number of features in 64+7+8 mers
combination are much more than 8-mers only features. Large number of features lead

to overfitting, thereby decreasing the performance of 6+7+8 mers features.
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Figure 6.6: Graphs obtained by plotting the auROC against the training data size for
LDAW method with 10, 50, 100 and 200 LDA topics in supervised learning framework for
C.remanei. Data series blue corresponds to features obtained from combination of 6-mers,
7-mers and 8-mers, data series green corresponds to features obtained from 8-mers only and
data series maroon corresponds to features obtained from 6-mers only.

6.1.4 The Effect of Increasing Labeled Data in Training Dataset

In this section we will analyze the effect of increasing the amount of labeled data in the

Training Dataset. We used seven labeled data sizes as 1,000, 2,500, 6,500, 16,000, 25,000,
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C. remanei

| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 [0.52 [0.538]0.566 | 0.625 [ 0.615 [ 0.64 [0.655
50 |0.504 | 0.556 | 0.55 [ 0.548 | 0.538 [ 0.537 | 0.601
100 [ 0.553 | 0.554 [ 0.597 [ 0.521 [ 0.511 | 0.535 [ 0.563
200 | 0.535 | 0.541 | 0.58 [ 0.546 | 0.542 | 0.524 | 0.591
D. melanogaster

| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 [0.516 | 0.537 [ 0.548 | 0.655 | 0.644 | 0.672 [ 0.65
50 |0.547 [ 0.554 | 0.577 [ 0.626 | 0.602 | 0.615 | 0.633
100 [ 0.589 [ 0.601 | 0.566 | 0.588 | 0.61 | 0.535 | 0.546
200 | 0.613 [ 0.60 | 0.587 [ 0.611 | 0.597 | 0.563 | 0.586
A. thaliana
[ 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000
10 [0.511 [ 0.51 [0.536 [ 0.545 [ 0.601 [ 0.634 [ 0.624
50 |0.532 [ 0.543 | 0.567 [ 0.562 | 0.539 | 0.54 | 0.573
100 [ 0.539 | 0.556 | 0.558 | 0.545 [ 0.55 | 0.537 [ 0.534
200 | 0.543 | 0.571 | 0.603 [ 0.582 | 0.564 | 0.568 | 0.548

Table 6.5: auROC values obtained from using only 6-mers features with LDAW method in
supervised learning framework with logistic regression classifier. The target data set sizes
used are 1000, 2500, 6500, 16000, 25000, 40000 and 100000, respectively (column names).
The number of topic used are 10, 50, 100 and 200, respectively (row names).

40,000 and 1,00,000 for training the classifier. We will see the effect of increasing labeled
data size for both LDAW method and LDAD methods. Let us first look at the results for
LDAW method.

Table 6.1 summarizes the results of LDAW method in supervised learning framework and
using logistic regression classifier. The best auROC value in each of the row is highlighted
in the table. When we look at the highlighted auROC values we can see that for topic count
of 10 and 50 the best performance is obtained for training data set size of 100,000. However,
for topic count of 100 and 200 the best performance is obtained for data set sizes of 6,500 or
16,000. Therefore, we can say that for small number of features the performance improves
with larger training data set and for large number of features the performance is best with

intermediate training data set size. If the data sets are small they cannot train the classifier
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C. remanei
| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 [ 0.509 | 0.547 | 0.586 | 0.622 | 0.653 | 0.659 | 0.663
50 | 0.573 ] 0.55 | 0.592 | 0.586 | 0.591 | 0.605 | 0.621
100 | 0.581 | 0.573 | 0.575 | 0.562 | 0.548 | 0.571 | 0.632
200 | 0.594 | 0.598 | 0.608 | 0.594 | 0.587 | 0.576 | 0.645
D. melanogaster

| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 [0.509 | 0.534 [ 0.563 | 0.571 [ 0.583 | 0.612 [ 0.658
50 |0.547 [ 0.563 | 0.566 | 0.579 | 0.597 [ 0.647 | 0.654
100 | 0.586 | 0.559 | 0.572 | 0.592 [ 0.605 | 0.556 | 0.651
200 | 0.604 | 0.56 | 0.587 [ 0.605 | 0.583 | 0.568 | 0.607
A. thaliana
[ 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 | 0.513 | 0.515 | 0.521 | 0.553 | 0.623 | 0.638 | 0.649
50 | 0.545 | 0.537 | 0.554 | 0.567 | 0.552 | 0.553 | 0.608
100 | 0.55 | 0.574 | 0.563 | 0.551 | 0.568 | 0.568 | 0.562
200 | 0.563 | 0.585 | 0.573 | 0.612 | 0.604 | 0.578 | 0.551

Table 6.6: auROC values obtained from using only 8-mers features with LDAW method in
supervised learning framework with logistic regression classifier. The target data set sizes
used are 1000, 2500, 6500, 16000, 25000, 40000 and 100000, respectively (column names).
The number of topic used are 10, 50, 100 and 200, respectively (row names).

well when using a small number of features. Moreover, when we increase size of training data
set the classifier can perform better even for small number of features, which explains why
we obtained best auROC values for topic count of 10 and 50 with larger training data set
sizes. Furthermore, for large training data set and large number of features the performance
drop can be explained by over fitting.

Table 6.2 summarizes the results of LDAD method with supervised learning framework
using logistic regression classifier. Again, we highlighted the best auROC value in each row.
Unlike, the LDAW method, for the LDAD method the best auROC values are obtained for
data sizes of 6,500, 16,000 or 25,000. Consequently, we can say that LDAD method performs

best for intermediate sizes of training data set irrespective of the number of features used.
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6.2 Domain Adaptation Framework Results

We analyze our results in terms of performance for different domain adaptation settings.
We have already discussed about the experimental setup used in this framework and domain
adaptation algorithms in Section 5.2 and Section 4.3, respectively. One of the main goals
of this thesis is to study the performance of our approach for different domain adaptation
algorithms with an increasing evolutionary distance between the source and the target do-
main. We have organized this section in two parts: in Section 6.2.1, we study the effect
of increasing the evolutionary distance between the source and target species; in Section
6.2.2, we compare weighted domain adaptation approaches with target only and source only

approaches.

6.2.1 The Effect of Increasing Source and Target Species Evolu-
tionary Distance

We performed experiments using four domain adaptation approaches,DA,, DAs s DAggyy
and DA, o, as discussed in Section 4.3. For these set of experiments we used both source
and target domain training sequences for obtaining a LDA model. As opposed to D A;, where
we used training documents from target domain to obtain LDA model. We will analyze the
effect of increasing evolutionary distance on performance of each of these approaches. We
will begin with DA, approach, then we will see the results of DA, approach and finally

we will discuss results from DAy, and DA, 9, approach.
Effect on DA,

The results obtained from DA, are summarizes in Table 6.7. These results are obtained
using Logistic regression classifier. In order to analyze the effect of increasing evolutionary
distance on performance we plotted the graph of auROC values for each of the target
organism against the size of the training data set. Graphs shown in Figure 6.9 is for DA,

approach and for a topic count of 10, 50, 100 and 200. As you can see each data series
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represents a target species. It is clear from all four graphs that best auROC values are
obtained from C. remanei, which is closest to our source species, C. elegans. The auROC
for D. melanogaster and A. thaliana are very close, but in most of the cases D. melanogaster
gave better results than A. thaliana and we know that D. melanogaster is closer to C. elegans
than A. thaliana. Lastly, P. pacificus gave lowest auROC values. Exceptionally bad values
of P. pacificus can be attributed to low quality of data. We can ignore the results from P.
pacificus as it did not perform well even for D A; approach, which was using only target data
for training the classifier. We can easily conclude from the results of other three species
that the performance of DA, algorithm is better when the source and target species have

smaller evolutionary distances.
Effect on DA,

The results obtained from DA,,, are summarizes in Table 6.8. We plotted graphs similar
to what we plotted for DA,, as discussed in the above section. These graphs are shown in
Figure 6.10, which summarizes the results for a topic count of 10, 50, 100 and 200. Again,
for all the four graphs we can see that best auROC values are obtained for C. remanei,
then for D. melanogaster, then for A. thaliana and then P.pacificus. We ignore the results
from P.pacificus for the same reason as mentioned in above section. We can say that the
performance of DA, approach gives better results when the source and target species have

smaller evolutionary distances.
Effect on DAy,

The results obtained from DAy, are summarizes in Table 6.10. The graph plotted from
the results of DAgg,, algorithm are shown in Figure 6.11, which show results for a topic
count of 10, 50, 100 and 200. These graphs are similar to the graphs plotted for DA, and
DA, Again, for all the four graphs we can see that best auROC values are obtained for
C. remanei, then for D. melanogaster, then for A. thaliana and then P.pacificus. We ignore

the results from P.pacificus for the same reason as mentioned in above section. We can say
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that the performance of DAy, ., approach gives better results when the source and target

species have smaller evolutionary distances.
Effect on DA, 5,

The results obtained from DA, o, are summarizes in Table 6.9. The graph plotted from
the results of DA, o algorithm are shown in Figure 6.12. They are plotted in the similar
way as we plotted the graphs in the above sections. However, the results from these graph
are not similar to the results for the other two approaches. The data series for all the
three species C. remanei, D. melanogaster and A. thaliana are very close to each other
and there are few instances where either D. melanogaster or A. thaliana performs better
than C. remanei. This can be explained by the fact that here we are using higher weight
for the target instances that the source instances. Therefore, the effect of instances from
source domain is reduced, which resulted in better results for C. remanei in case of DA, and
D Agg.y approaches. Again, we are ignoring the results from P. pacificus for the reason given
in above sections. We can thus conclude that DA, o; does not necessarily perform better
for species with smaller evolutionary distance to the source domain, as in this approach the
weight of target instances is higher and, therefore, the results are less effected by the source

instances.

6.2.2 The Effect of Using Weighted Combination of Source and
Target as Training Data

In this section, we will compare the performance of all DA;, DA, DAg.y, DAsgyy and DA, o
approaches. This study will shed light on the effect of using different weighted combinations
of source and target instances as training data. The results for DA;, DA, DAs s, DAgsyy
and DAg, o approaches are summarized in Tables 6.1, 6.7, 6.8, 6.9 and 6.10, respectively.
The classifier used to obtain all these results was the same, i.e. logistic regression. In order
to compare these approaches we plotted a graph of auROC values obtained by using each of

these approaches against increasing training data set sizes for each of the organisms, keeping
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C. remanei

| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000
10 [0.565 | 0.547 [ 0.559 | 0.612 [ 0.576 | 0.553 [ 0.557
50 |0.56 |0.562 | 0.615[0.592 | 0.596 | 0.614 | 0.588
100 [ 0.534 | 0.597 [ 0.62 [ 0.592 [ 0.619 | 0.605 [ 0.574
200 | 0.599 | 0.777 | 0.589 | 0.602 | 0.582 | 0.586 | 0.606
P. pacificus
| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 [0.484]0.502 | 0.503 | 0.514 [ 0.492 | 0.498 | 0.504
50 |0.505 | 0.49 |0.495 [ 0.497 | 0.478 | 0.502 | 0.491
100 [ 0473048 [0.488[0.489 [ 0.5 | 0.478 | 0.476
200 | 0.476 | 0.486 | 0.483 | 0.491 [ 0.481 | 0.483 | 0.489
D. melanogaster
[ 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 [0.509 [ 0.512]0.543 [ 0.521 [ 0.565 | 0.534 | 0.524
50 [0.522]0.506 | 0.537 [ 0.529 | 0.524 | 0.569 | 0.542
100 [ 0.516 | 0.533 [ 0.547 | 0.509 | 0.503 | 0.496 | 0.516
200 [ 0.541 [ 0.545 | 0.551 | 0.548 | 0.527 | 0.551 | 0.537
A. thaliana
| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 | 0.514 | 0.489 | 0.513 | 0.524 | 0.538 | 0.538 | 0.548
50 |0.546 | 0.48 | 0.533 | 0.492 | 0.535 | 0.551 | 0.523
100 | 0.51 | 0.518 | 0.507 | 0.512 | 0.519 | 0.535 | 0.518
200 | 0.513 | 0.519 | 0.515 | 0.522 | 0.55 | 0.541 | 0.548

Table 6.7: auROC values obtained from LDAW method using DA, approach with logistic
regression classifier. The target data set sizes used are 1000, 2500, 6500, 16000, 25000,
40000 and 100000, respectively (column names). The number of features used are 10, 50,
100 and 200, respectively (row names).

the number of topics constant. We will begin our discussion with results from C. remanet,
then we will move to D. melanogaster and finally we will discuss results from A. thaliana.
We have not plotted graphs for P. pacificus due to its poor data quality.

The graphs obtained for C. remanei for topic sizes 10, 50, 100 and 200 are shown in
Figure 6.13. When we look at these graphs it is very difficult to find any trend showing
that one of the approaches performed better than the rest. If we look at the graph in

Figure 6.13 for 10 topics, we can see that four of the data series are almost overlapping.
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C. remanei

| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000
10 [0.599 | 0.554 [ 0.605 | 0.675 [ 0.698 [ 0.692 [ 0.704
50 |0.564 | 0.605 | 0.554 [ 0.59 | 0.632 [ 0.598 | 0.631
100 [ 0.553 | 0.636 | 0.612 | 0.598 [ 0.587 | 0.645 [ 0.594
200 | 0.548 [ 0.62 | 0.623 [ 0.655 | 0.648 | 0.577 | 0.703
P. pacificus
| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 [0.486]0.483]0.499 [ 0.489 | 0.475 | 0.481 | 0.482
50 |0.467 | 0.489 | 0.488 | 0.514 | 0.482 | 0.489 | 0.48

100 [ 0.476 | 0.483 [ 0.492 [ 0.503 [ 0.48 | 0.497 | 0.484
200 | 0.503 | 0.495 | 0.49 | 0.492 | 0.49 | 0.485 | 0.501
D. melanogaster
[ 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 [0.51 [0.516 [ 0.579 [ 0.595 [ 0.609 [ 0.62 [0.651
50 [0.514 [0.503 | 0.525 | 0.532 | 0.562 | 0.57 | 0.639
100 | 0.521 [ 0.521 [ 0.546 | 0.552 | 0.537 | 0.544 | 0.56
200 [ 0.531 [ 0.537 | 0.545 | 0.572 | 0.578 | 0.588 | 0.573
A. thaliana
| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 [ 0.517 | 0.518 | 0.517 | 0.573 | 0.591 | 0.623 | 0.625
50 | 0.516 | 0.52 | 0.505 | 0.536 | 0.522 | 0.532 | 0.576
100 | 0.527 | 0.523 | 0.524 | 0.498 | 0.519 | 0.543 | 0.536
200 | 0.547 | 0.524 | 0.542 | 0.547 | 0.523 | 0.554 | 0.569

Table 6.8: auROC values obtained from LDAW method using DA,y approach with logistic
regression classifier. The target data set sizes used are 1000, 2500, 6500, 16000, 25000,
40000 and 100000, respectively (column names). The number of features used are 10, 50,
100 and 200, respectively (row names).

Since, C. remanei is very close the source domain species C. elegans we can assume that
the distribution of both the species is more or less the same. Thus, when we compared the
performance of DA, and DA; we did not find one approach better than the other. Similarly,
performance of DA, DAggyy and DA, 9 did not show much differences.

The graphs obtained for D. melanogaster for topic sizes 10, 50, 100 and 200 are shown
in Figure 6.14. From all the four graphs it can be observed that the performance of DA; is

worst and performance of D A; is the best among all the four approaches. Further, when we

69



C. remanei

[ 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000
10 [0.594 [0.513 [ 0.615 [ 0.669 | 0.698 [ 0.707 | 0.711
50 |0.53 |0.523]0.544 | 0.512 | 0.638 | 0.609 | 0.621
100 [ 0.542 [ 0.629 | 0.544 [ 0.601 | 0.525 [ 0.581 | 0.604
200 | 0.552 | 0.62 | 0.621 | 0.624 | 0.579 | 0.605 | 0.701
P. pacificus
[ 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 [0.483 | 0.505 | 0.488 [ 0.499 | 0.491 | 0.492 | 0.493
50 |0.486 | 0.476 | 0.503 | 0.504 | 0.496 | 0.473 | 0.488
100 [ 0.483 | 0.473 | 0.501 | 0.492 | 0.514 | 0.5 | 0.503
200 | 0.482 | 0.48 [0.499 | 0.511 | 0.498 | 0.492 | 0.513
D. melanogaster
[ 1000 [ 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 ]0.525.[0.528 [ 0.596 | 0.623 [ 0.636 | 0.65 [ 0.681
50 [0.507 [0.531 [ 0.528 [ 0.514 [0.578 [ 0.589 [ 0.67
100 [ 0.53 ] 0.491 | 0.536 | 0.574 | 0.532 | 0.588 | 0.55
200 [ 0.56 | 0.578 | 0.585 | 0.616 | 0.625 [ 0.608 [ 0.579
A. thaliana
[ 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 1 0.531 | 0.539 | 0.558 | 0.611 | 0.652 | 0.647 | 0.666
50 | 0.533 | 0.52 |0.513 | 0.533 | 0.552 | 0.548 | 0.598
100 | 0.53 | 0.521 | 0.522 | 0.5 0.541 | 0.542 | 0.534
200 | 0.555 | 0.521 | 0.55 | 0.535 | 0.548 | 0.571 | 0.543

Table 6.9: auROC values obtained from LDAW method using DAy o; approach with logistic
regression classifier. The target data set sizes used are 1000, 2500, 6500, 16000, 25000,
40000 and 100000, respectively (column names). The number of features used are 10, 50,
100 and 200, respectively (row names).

compare DAy o and DAy, o we see that DA, o, gives better results than DAgg,,. Since,
the evolutionary distance between D. melanogaster and the source species is large, DA,
approach does not give very good results. For same reason performance of DAy, is not
better than DA, 5. Giving more weight to source domain instances will only result in
worsening of classification performance.The performance of DAy, is closer to DAss,y in
some cases and in some cases it is closer to DAy ;.

The graphs obtained for A. thaliana for topic sizes 10, 50, 100 and 200 are shown in
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C. remanei

| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000
10 [0.592[0.563 ] 0.625 [ 0.664 [ 0.7 [0.705 [ 0.725
50 |0.575[0.523 | 0.544 [ 0.596 | 0.636 | 0.617 | 0.652
100 [ 0.562 | 0.650 [ 0.635 | 0.592 [ 0.585 | 0.694 [ 0.614
200 | 0.555 | 0.633 | 0.611 | 0.652 | 0.630 | 0.634 | 0.728
P. pacificus
| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 [0.484]0.499 [ 0.492 [ 0.498 | 0.487 | 0.489 | 0.488
50 |0.485 | 0.459 | 0.511 | 0.499 | 0.491 | 0.483 [ 0.496
100 [ 0.484 [ 0.477 [ 0.503 | 0.511 | 0.506 | 0.489 | 0.508
200 | 0.482 | 0.479 | 0.477 | 0.518 | 0.482 | 0.493 | 0.509
D. melanogaster
[ 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 ]0.502 [ 0.517 [ 0.579 [ 0.517 [ 0.605 [ 0.634 | 0.662
50 [0.495[0.497 [ 0.521 [ 0.537 | 0.58 [ 0.592 | 0.627
100 [ 0.514 [ 0.539 [ 0.62 | 0.554 [ 0.53 | 0.56 | 0.556
200 [ 0.536 | 0.557 | 0.575 | 0.572 | 0.542 | 0.558 | 0.596
A. thaliana
| 1000 | 2500 | 6500 | 16000 | 25000 | 40000 | 100000

10 0.504 | 0.507 | 0.548 | 0.571 | 0.607 | 0.586 | 0.641
50 | 0.515 ] 0.516 | 0.519 | 0.481 | 0.543 | 0.541 | 0.593
100 | 0.512 | 0.53 | 0.542 | 0.538 | 0.527 | 0.536 | 0.531
200 | 0.533 | 0.531 | 0.539 | 0.582 | 0.539 | 0.5564 | 0.574

Table 6.10: auROC values obtained from LDAW method using D Assyy approach with logis-
tic regression classifier. The target data set sizes used are 1000, 2500, 6500, 16000, 25000,
40000 and 100000, respectively (column names). The number of features used are 10, 50,
100 and 200, respectively (row names).

Figure 6.15. The observations made from A. thaliana are similar to the observations for D.
melanogaster. Again, the worst performance is obtained for DA, approach and in most of
the cases DAy, o performed better than DAs,,,. We can conclude that as the evolutionary
distance between A. thaliana is very large from the source domain, we did not obtain good
results for DA, approach and assigning higher weight to the source instances in D Aygy, did
not help to improve classification performance. The performance of DA, ,; is sometimes

close to DAy, 4 and sometimes close to DA, o.
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Figure 6.13: Graphs obtained by plotting the auROC against the training data size for
LDAW method with 10, 50, 100 and 200 LDA topics for C. remanei. Data series blue is
for DA, approach, maroon is for DA, approach, pink is for DA, green is for DAss s
approach and purple is for DA o approach.
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Figure 6.14: Graphs obtained by plotting the auROC against the training data size for
LDAW method with 10, 50, 100 and 200 LDA topics for D. melanogaster. Data series blue
is for DAy approach, maroon is for DA approach, pink is for DAy, green is for DAss s
approach and purple is for DA, o approach.
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Figure 6.15: Graphs obtained by plotting the auROC against the training data size for
LDAW method with 10, 50, 100 and 200 LDA topics for A. thaliana. Data series blue is
for DA, approach, maroon is for DA, approach, pink is for DA, green is for DAss s
approach and purple is for DA o approach.
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Chapter 7

Conclusion and Future Work

In this chapter, we being by presenting the conclusions of our work by answering the ques-
tions which we raised in Chapter 5 based on the results which we obtained in Chapter 6.

Finally we showcase some related problems that we would like to address in future work.

7.1 Conclusion

In Chapter 5, we listed several settings for which we wanted to study the effectiveness of
LDA as a dimensionality reduction tool for biological sequences. The following are insights

we gained after thoroughly investigating the results of our experiments.

e We compared the performance of LDAW and LDAD methods in the first part of
Section 6.1.1. We can conclude from these results that LDAW approach gives better
performance as compared to LDAD approach for all the organisms irrespective of the

training data sizes and number of LDA topics used.

e We compared the performance of LDAW approach with the traditional dimensionality
reduction approach called MI method in the second part of Section 6.1.1. Investigation
of these results suggest that the LDAW method is a better method that the MI
method for larger data sets. Also, we found that for the MI method the classification
performance increases with the increase in the number of features selected, however,

it decreases after a threshold on the number of features selected is reached.
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e We compared the performance of LDAW approach with logistic regression classifier
and SVM classifier in Section 6.1.2. We found that the classifier performance depends
on the organisms, i.e. the type of data. For C.remanei, SVM classifier performance
is better than the performance of the logistic regression classifier, except for larger
number of topics. Only for training data set sizes of 1,000, 2,500, 6,500 and 1,00,000,
when we take words from 200 topics, logistic regression gives better results than SVM
classifier. Contrarily, for both A. thalians and D. melanogaster, the logistic regression
classifier performs better than SVM classifier in most of the cases. And for P. pacificus
for all the training data set sizes and number of topics logistic regression classifier

performed better than SVM classifier.

e We studies the effect of increasing number of LDA topics on classification performance
for both LDAW and LDAD method in the first part of Section 6.1.3. Based on the
results which we examined in this section we concluded that the performance of LDAW
is better for large number of topics when the train data set is small, whereas the
performance of LDAW is better for small number of topics when the train data set is
large. Nonetheless, the performance of LDAD is better for large number of topics for

almost all the sizes of train data set.

e We reviewed the effect of increasing the size of k-mer and effect of using combination of
k-mers as features in the second part of Section 6.1.3. After analyzing the results from
this section we concluded that the performance of LDAW method would improve with
the increase in the size of k-mers used for obtaining LDAW features. Also, for smaller
training data sets 64748 mer features perform better, whereas for larger training data

sets 8-mers only features perform better.

e We studied the effect of increasing the labeled data for both LDAW and LDAD meth-
ods in Section 6.1.4. We observed that for the LDAD method, for a small number of

features the performance improves with a larger training data set and for large number
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of features the performance is best with intermediate training data set sizes. On the
other hand, for LDAD method the best auROC values are obtained for data sizes of
6,500, 16,000 or 25,000 and it is independent of the number of features.

e We investigated the effect of increasing source and target species evolutionary distance
for T Ly, T'Lsyo; and T Logy; approaches in Section 6.2.1. Based on the results which
we analyzed in this section we can conclude that for T'L, algorithm performs better
when the source and target species have smaller evolutionary distance. T Log.; gives
better results when the source and target species have smaller evolutionary distance.
T L. o does not perform better for species with smaller evolutionary distance to the
source domain, as in this approach the weight of target instances is more, the effect

of source instances is suppressed.

e We studied the effect of using weighted combination of source and target as training
data in Section 6.2.2. The analysis of the results obtained in this section suggested
that T'Ly and T Log, s are better only when the evolutionary distance between source

and target species are small.

Use a variable number of words in each topic (e.g., based on a threshold on the word

probability).

7.2 Future Work

This section showcases several related problems that we would like to address in future work.

They are briefly described in what follows:

e We used a combination of k-mers (6-mers, 7-mers and 8-mers) for our experiments. It
is possible that a shorter k-mer may be a subsequence of a longer k-mer. For example,
a 6-mer sequence aaggtt is a subsequence of a 8-mer sequence caaggtta. The presence
of such sequences leads to redundant features. In future work we would like to keep

only the longer k-mer and remove all shorter overlapping sequence.
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e In this study, we considered LDA topic counts of 10, 50, 100 and 200. We observed
that for LDAW, for smaller datasets 100 and 200 topics gave better results than 10
and 50 topics. These results were counter intuitive led us to believe that they are the
effect of over fitting. Thus, we would like to use a denser topic scale (e.g., generate
all topic models between 10 and 1000, with a step of 10) to understand better the

variation of the performance with the number of topics, for both LDAW and LDAD.

e We used top 10 words from each topic as our features in LDAW. However, in the future
we would like to use a variable number of words in each topic based on a threshold on

the word probabilities.

e In this study, we used only C. elegans as our source domain. However, as a part of
future work we can use a combination of several source data sets. We have training
data from five organisms and only one was used as source domain. We can combine
data from two or more organisms to form the source domain and see how it effects the

classification performance.

e In this work, we studied mRNA splicing classification task. However, we can apply
the LDAW or LDAD methods or obtain features for other biological problems. Once
such biological problem which uses machine learning is motif-based machine learn-
ing approach for identifying intergenic regulatory elements is described by Bahirwani

2010).
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Appendix A

Basic Terminology

e auROC: Short for area under receiver operating characteristic (ROC) curve. ROC is a
graphical plot of true positive rate, vs. false positive rate for a binary classifier system

as its discrimination threshold is varied.

e Bioinformatics: Bioinformatics is the application of information technology and com-

puter science to the field of molecular biology [Marketa and Jeremy, 2008].

e (Classifier: Classifier maps input data into defined output categories based on the

characteristics of input (also called features).

e Consensus Sequence: Consensus sequence refers to the most common nucleotide or
amino acid at a particular position after multiple sequences are aligned [Marketa and

Jeremy, 2008].

e Domain adaptation: Domain adaptation is a subproblem of transfer learning where
a model trained over a source domain is generalized to perform well on a related
target domain, here the two domains data are distributed similarly, but not identi-

cally [Arnold et al., 2008|.

e Dimensionality Reduction: Given a p-dimensional random variable x = (z1, ..., z,)%,

and a lower dimensional representation of it, s = (si,....,sx)7 with k& < p, that cap-

tures the content in the original data according to some criterion, we say that s is a

86



representation of x in a reduced dimensionality space [Fodor, 2002].

DNA: Short for deoxyribonucleic acid. The nucleic acid that is the genetic material
determining the makeup of all living cells and many viruses. It consists of two long
strands of nucleotides linked together in a structure resembling a ladder twisted into
a spiral. In eukaryotic cells, the DNA is contained in the nucleus (where it is bound
to proteins known as histones) and in mitochondria and chloroplasts. In the presence
of the enzyme DNA polymerase and appropriate nucleotides, DNA can replicate itself
(http://www.thefreedictionary.com/DNA).

Features: Features are the individual measurable heuristic properties of the phenom-

ena being observed.

Latent Dirichlet Allocation: Latent Dirichlet Allocation (LDA), a generative proba-
bilistic model for collections of discrete data such as text corpora. LDA is a three-level
hierarchical Bayesian model, in which each item of a collection is modeled as a finite
mixture over an underlying set of topics. Each topic is, in turn, modeled as an infinite

mixture over an underlying set of topic probabilities [Blei et al., 2003].
K-mer: k-mer is a subsequence of a nucleic acid or amino acid sequence of k nucleotides.

Nucleotide: A compound consisting of a nucleoside linked to a phosphate group. Nu-

cleotides form the basic structural unit of nucleic acids such as DNA.

Splice site(donor/acceptor): The intron-exon boundary in a gene is splice site. The

beginning of an intron is a donor site and end of an intron is acceptor site.

Supervised learning: Supervised learning is the machine learning task of producing
an inferred function, which is called a classifier by making use of training data. The

inferred function should predict the correct output value for any valid input object.
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e Transfer learning: Transfer learning is a problem in machine learning, where informa-
tion gained in one learning task is used to improve performance in another related

task [Arnold et al., 2008].

e Unsupervised learning: Unsupervised learning is the machine learning task of inferring

a hidden structure of unlabeled data.
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