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Abstract

We introduce three ensemble machine learning methods
for analysis of biological DNA binding by transcription fac-
tors (TFs). The goal is to identify both TF target genes
and their binding motifs. Subspace-valued weak learners
(formed from an ensemble of different motif finding algo-
rithms) combine candidate motifs as probability weight ma-
trices (PWM), which are then translated into subspaces
of a DNA k-mer (string) feature space. Assessing and
then integrating highly informative subspaces by machine
methods gives more reliable target classification and mo-
tif prediction. We compare these target identification meth-
ods with probability weight matrix (PWM) rescanning and
use of support vector machines on the full k-mer space of
the yeast S. cerevisiae. This method, SVMotif-PWM, can
significantly improve accuracy in computational identifica-
tion of TF targets. The software is publicly available at
http://cagt10.bu.edu/SVMotif

1 Introduction

Transcription factor binding sites (TFBSs) within DNA
regulatory regions are among the most important functional
elements in the genome. An improved understanding of
how transcription factors (TFs) interact with DNA gives a
better overall picture of regulatory pathways within the cell.
For a fixed transcription factor t, the study of its binding
preference can be divided into three problems: (a) identifi-
cation of target genes of t, (b) identification of binding mo-
tifs (characteristic DNA sequences of length approximately
10 to which t binds) and (c) identification of functional
binding sites (DNA binding positions).

At this point hundreds of genomes have been sequenced,
and recent large scale computational methods have provided
many significant results toward solving these problems [8,
22, 18, 1, 2, 19, 16]. In this paper, we are only interested in
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how to apply ensemble machine methods to solve the first
two problems.

Computational methods typically begin analysis with
motif identification by searching for common patterns of
DNA subsequences in a collection of suspected target re-
gions (positive set). A binding motif for t is typically rep-
resented as a position weight matrix (PWM) whose jth col-
umn consists of the four probabilities of the DNA bases A,
C, G, and T in position j of the motif. The motif can then
be used to detect new binding target genes and correspond-
ing binding sites by rescanning its PWM through the pro-
moter regions of candidate genes [5]. A promoter position
with a rescanning score higher than a given threshold is re-
ported as a new binding site and suggests a new target.

More recently machine learning has been used in these
types of analysis [9, 15]. A common approach is based on
first solving the (classification) problem in (a), of identify-
ing targets/nontargets of t. Feature maps into a high dimen-
sional feature space F based on counts of k-mers (promoter
substrings of length k) have been used to represent gene
promoters [9, 14] as well as amino acid sequences [15] us-
ing the spectrum map. Such a feature map φ(g) = x takes
a promoter region g and maps it into x ∈ F , whose ith

component counts the number of appearances in g of the
ith k-mer of an indexed list. A classifier can be trained on
this feature space and used to classify new gene promoter
regions as targets or non-targets [9]. This direct framework
for target identification does not need prior estimates of the
motif and achieves state-of-the-art performance. The mo-
tif can also be constructed from using the most important
classification features (promoter subsequences) [14].

Analysis of 13 motif discovery algorithms [23] suggests
that no single motif identification system can perform con-
sistently well over all transcription factors. To take advan-
tage of strengths of different algorithms, some ensemble
methods have been developed recently which combine re-
sults of different algorithms. They usually perform a strat-
egy known as motif ranking, which starts with a collection
of potential binding motifs (typically as PWMs) predicted
by one or more component discovery algorithms, and aims



to select the most reliable ones. Clustering methods can also
be applied to merge similar candidates before assessments.
For comparing predictions from a single algorithm, a sim-
ple solution aggregates motif scores from multiple runs as
a final motif score [10]. However, a lack of algorithm-
independent motif scores limits this method in comparisons
of motifs from different algorithms. WebMOTIFS (the web
interface of TAMO) [21, 6] computes p-values of hyper-
geometric enrichment scores [7] for different motifs as a
cross-algorithmic measure. A more sophisticated measure
is a Bayesian scoring function [11, 3]. This measures how
well a proposed PWM fits known targets in the training
data by computing the posterior probability of observing
them. The reliability measure usually consists of two main
components, enrichment and degeneracy. Enrichment mea-
sures whether the motif is abundant in positives, and is often
based on the number of rescanning hits. Degeneracy is usu-
ally measured by the entropy distance between a motif and
the genome background. Machine methods introduce dis-
criminatory power (between targets and non-targets in the
training set) as another piece of information.

Subspace-valued weak learners: We will introduce an en-
semble machine learning method of independent interest,
which will be used in the conversion of candidate PWMs
to subspaces of the k-mer feature space F . In this method,
the component weak learners output subspaces of the fea-
ture space F (as candidate dimensional reductions), rather
than scalar answers (as in, e.g., bagging and boosting). It is
a new way to integrate and augment information from indi-
vidual PWMs.

For the problem of identifying regulatory targets, sub-
space methods show a large improvement against conven-
tional PWM rescanning methods. Each input algorithm pro-
duces PWMs, each of which produces a different subspace
of F . We hence term these algorithms subspace-valued
weak learners. In addition, a biologically validated PWM
can also be converted to a subspace as well in this frame-
work. As compared to machine methods using the entire k-
mer space, these ensemble methods achieve similar or better
results by using spaces of greatly reduced dimension.

For the problem of finding binding motifs, ensemble sub-
space methods are generally preferable over full feature
space methods since they provide more reliable and com-
plete predictions. They allow introduction of orthogonal in-
formation types obtained by weak learners, which can be
chosen as non-machine learning methods. The success of
this alternative means of target prediction for a TF based on
known motifs provides us with a new motif ranking mea-
sure based on discriminatory power. Combining this with
enrichment and degeneracy measures, ensemble methods
perform very well predicting targets of yeast TFs. Though
we have mainly focused on target and motif identification,
our future work includes developing new methods for iden-

tification of functional binding sites with these approaches.
Independence of bases in PWM: We believe that a signif-
icant part of the improvement in the use of our machine
TF target classification methods over PWM methods oc-
curs because gene promoter scanning by machine methods
effectively removes sometimes inappropriate base indepen-
dence assumptions which are implicit in PWM rescanning
methods. For example, suppose an SVM is used to scan a
genome to find gene targets for a TF t, and the importances
of the most significant features (k-mers) are measured by
their weight wi in the SVM function f(x) = w · x + b
(w,x ∈ F). This collection of most significant k-mers
gives an empirical approximation of the true joint distribu-
tion of k bases in the motif, in particular including the joint
variation of the bases.

2 Machine Learning Tools

2.1 K-mer Feature Space

Denoting the set of DNA nucleotides as Σ =
{A,C,G, T}, any given gene promoter region is a finite se-
quence g of letters in Σ. Let Σk be the set of all sequences
of length k. A simple and useful method of mapping g into
the k-mer feature space F is the feature map

φsp (g) = {nai
(g)}4k

i=1 ,

where ai ranges over all of Σk and nai
is the number of

exact matches for ai in g. Thus the feature vector φsp (g)
will be a 4k dimensional vector containing frequency counts
of all possible k-mers in Σk. The map φsp is hence called
the spectrum map [15]. Since transcription factors do not
distinguish sequences and their reverse complements, exact
matches above also include reverse complement matches.

2.2 Position Weight Matrix (PWM) Subspaces

In DNA sequence analysis, a PWM is a 4 × l matrix,
M = (θij) whose jth column θj defines the distribution of
{A,C,G, T} appearing at position j in the corresponding
motif. Assuming independence among motif positions, it
is simple to compute the probability that a given k-mer of
length l is a binding site (with the PWM’s motif) by mul-
tiplying corresponding probabilities in each column. For a
k-mer shorter than l, letters ‘N’ representing any nucleotide
can be added to the end, allowing the product to ignore the
corresponding positions. If we assume additional columns
beyond the original PWM size whose frequencies represent
the genome background, the probability for longer k-mers
can also be defined.

A PWM is generated empirically from a large number
of likely binding sites. We can also perform the reverse



process (PWM → k-mers) by randomly generating a set of
k-mers with fixed length k following the distribution de-
fined by the PWM. If an infinite number of k-mers were
generated in this way, they would cover all k-mers which
have positive probabilities. To reduce noise effects in the
PWM, we only collect those k-mers with PWM probabili-
ties greater than a given cut-off. We call this subset as pro-
file set or profile subspace (if seen as a subspace of the k-
mer feature space F) of the corresponding PWM. Although
these k-mers are defined analytically, the set can be reason-
ably approximated by generating a small random sample S
(See Algorithm 1). Notice that these n0 k-mers have a large
number of repeats and (S) will have a much smaller size
than n0.

Input: 4 × l matrix M = (θij), fixed length k,
number of k-mers n0

Output: S, the profile set
foreach i = 1 : n0 do

s0 ∼ Unif(1, l − k + 1);
for j = 1 : k do

Generate αj ∼ Multinomial (θs0+j);
end
S = S ∪ α1, . . . , αk;

end

Algorithm 1: Generating the PWM Profile Subspace

The dimension of the profile subspace strongly depends
on the degeneracy of the PWM. A PWM with uniform dis-
tribution over all columns effectively has the entire space F
as its profile space. Meanwhile, the profile space of a PWM
of size l with a point mass distribution over each column
has only l − k + 1 dimensions.

An interesting property of profile subspaces relates to the
fact that the reliability of the the corresponding motif can
be measured by its discriminatory power. That is, if the
genes of interest are projected onto the profile subspace of
a true binding motif, they should be more easily separable
than when they are projected onto the profile subspace of
a false binding motif (Fig. 1). This property provides a
measure of reliability which is used to construct ensemble
motif discovery methods later in Section 4.

2.3 Use of Subspace-Valued Weak Learners

Let F again denote the entire k-mer feature space. In
the language of machine learning ensembles, a collection of
motif discovery algorithms {Ai}m

i=1 which predict groups
of PWMs by optimizing different objective functions can
be viewed as ‘weak learners’, whose individual outputs are
feature subspaces Fi, each arising as above from a single
PWM. Such algorithms Ai now with subspace outputs will
be denoted as subspace-valued weak learners.

The combination of subspace-valued outputs of an en-
semble of algorithms (in this case different motif finding
algorithms) to form a larger search subspace of the feature
space F seems to not to have been used previously in ma-
chine learning. Based on the results of the pilot study men-
tioned below, this method can be useful in solving the tran-
scription regulation problem.

Each subspace corresponds to a discovered pattern by
which the positives (targets of TF t) might be differenti-
ated from negatives. For identification of target genes of
t (goal(a)), the final goal will be to build a meta-classifier
over the span ⊕Fi of these subspaces, instead of the larger
full k-mer space F , in order to reduce the redundancy of too
many parameters. Note that each profile subspace Fi is built
through sampling out of a single input PWM/binding motif.
For identification of binding motifs (goal(b)), the final goal
will be to select or construct a new profile subspace which
has the best cross-validational discriminatory power. A bet-
ter predicted PWM/binding motif can be deduced from the
identified profile subspace. We will discuss only the above
two goals here.

3 Binding/Nonbinding Gene Classification

3.1 Spanning Space Method for Subspace-valued
Ensembles

The most intuitive way to combine several informative
subspaces Fi of the feature space F should arise from form-
ing their span ⊕Fi, the smallest subspace containing all of
them. Then a classifier (e.g. an SVM using cross validation)
can be run on examples binding/nonbinding genes, using
only features in ⊕Fi. This gives a way to filter information
in a very high dimensional F through dimensional reduc-
tion. It is equivalent to using the union of all profile sets
(see above) as features to train the classifier. To save com-
putational cost, we have restricted all generated k-mers to
have the same length.

3.2 Combined Kernel Method

The above simple direct sum method ignores the fact that
each individual profile set is assessed separately based on
cross-validation in order to rank the quality of the PWM
which generates it. This is assumed to perform as a whole
when detecting positives. Since some basis elements (pro-
file k-mers) of different Fi may intersect, one has to be
careful not to mix them in direct sum ⊕Fi. As an alter-
native method, we compute the individual kernel matrix Ki

for each profile subspace Fi of PWM Mi by restricting the
inner products to Fi only. i.e.

Ki (xi,xj) = 〈xi,xj〉Fi
=

∑
k∈Fi

xikxjk



where xi and xj are F-feature vectors for gene i and j in
the training sample.

Then a combined kernel matrix is defined as

K =
m∑

i=1

βiKi

Note using K is equivalent to using a kernel (on the full
space F) which is weighted on each k-mer s proportion-
ally to βi, the number of appearances of s in different
Fi. In order to standardize the scale when adding ker-
nel matrices, each kernel is normalized by K(x, y) =
K(x, y)/

√
K(x, x)K(y, y).

Finally, the classifier is trained on K. In the simplest
case in which βi = 1 for all i, this suggests a direct combi-
nation by concatenating all profile sets without eliminating
duplicates. Such a choice of feature space geometry should
perform similarly to the first method; however, the weights
βi can be very helpful when a large number of incorrect or
non-informative PWMs exist in the pilot predictions.

3.3 Synopsis Feature Space Method

The above two methods are ways of combining
subspace-valued weak learners. A third is the synopsis
method. A synopsis vector is an unadjusted continuous
value produced by a learning algorithm Ai. For example,
in the case of SVM, the synopsis vector is:

fi(xk) = 〈w,xk〉 =
n∑

j=1

αjK(xk,xj)yj .

The label of a novel feature vector x is predicted by choos-
ing a threshold bi and taking the sign of fi + bi. If the
machine is trained on an informative subspace Fi of F ,
the resulting synopsis feature should be a good predictor
of the class of x. In the case of SVM, this can be done
with the proper choice of a threshold bi. If the synopsis fea-
ture of a new SVM classifier trained on another subspace
Fj provides a useful separation of samples based on dif-
ferent information, combining these two synopsis features
into a vector in a (2 dimensional) synopsis feature space
Fs can improve resolution through the two types of infor-
mation. Continuing this way to combine synopsis feature
information from m different subspaces, we have trained a
meta-classifier over the full synopsis feature space F . This
method can also adaptively assess the quality of information
and assign small coefficients to bad synopsis features.

Generally, merging similar motifs in the candidate pool
results in a small synopsis feature space, with dimension
between 10 to 20. Such low dimension allows the use of
classical statistical methods, such as logistic regression or
linear discriminant analysis. An alternative is the use of
non-linear SVM rather than a linear one to improve classi-
fication accuracy.

3.4 Comparison between Subspace Method and
Rescanning

Rescanning a gene promoter sequence g is widely used
to computationally determine whether g is a target of
(bound by) the TF t, if the binding motif (PWM) is known.
The 4 × l PWM is first transformed into a log ratio matrix
in order to compute a log ratio score:

LMij = log

(
Mij

Bi

)
, i = 1, 2, 3, 4 and j = 1, 2, . . . , l

where LMij and Mij are the (i, j)th elements in each ma-
trix, and Bi is the background frequency of i ∈ Σ =
{A,C,G, T}. The log ratio score of l-mer α1α2 · · ·αl,
αi ∈ Σ, is

LR (α1α2 . . . αk) =
l∑

j=1

LMαj ,j

The matrix LM is scanned through all the possible l-mer
positions in a probe sequence g. A hit represents a position
where the LR is above a given threshold c. All the probes
g having a hit are then classified as binding targets (posi-
tives). Efforts have been made [13] to find realistic back-
ground frequencies Bi, which would improve the accuracy
of functional binding site identification. However, finding
a good threshold c is always a problem. Since PWM hit
scoring implicitly assumes independence among motif po-
sitions, the LR under this assumption may not be able to
discriminate among promoters versus false positives.

The above k-mer feature subspace methods count ex-
act matches of k-mers in promoter g, and classify g a tar-
get if it contains sufficiently many exact matches from the
true binding motif. Thresholds for such counts can then be
set, as is done effectively in SVM classification, where a
weighted count w · x is thresholded for selection of a pro-
moter g with feature vector x = φ(g) as a target. As com-
pared to rescanning methods which report all matches to
these as hits, a machine learner (e.g. SVM [25, 24, 4, 27])
can learn which k-mers are more informative than others
(e.g. through their weight in w). The ROC curve (Fig. 1)
also illustrates the improvement.

4 Binding Motif Discovery

At this point we have a set of motifs predicted by each
weak learner Ai. The true binding motif may be one of
them, may be partially covered by two or more motifs, or
may not be detected at all. The goal of the ensemble method
is to identify the most reliable motif among them, rather
than to detect new binding motifs. Thus, if none of the al-
gorithms Ai has detected the true binding motif, we will not
expect the ensemble method detect it.
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Figure 1. Comparison between Subspace
Method and Rescanning

4.1 Spanning Space Method

Motivated by our previous work [14], the spanning space
method is again the first approach to doing ensemble pre-
diction. The method is described in more detail in [14], but
basically involves agglomeration of k-mers which as fea-
tures in ⊕Fi are most successful in predicting targets g of
the TF t. These agglomerated k-mers then are used to form
one or more candidate PWMs for binding sites of t. How-
ever this points us back to constructing new motifs based on
discriminating k-mers in feature vectors x = φ(g) of posi-
tive targets. We are then limited by the common drawback
of word enumeration methods, namely limited width of in-
put k-mers and of the predicted PWM. More specifically, if
k = 6 the width of the predicted PWM is typically around
10. Use of longer k-mers can help in this case, though such
k-mers may bring more variance into the dataset due to very
low occurrence frequencies, and thus sparse feature vectors.

4.2 Kernel Method: Individual Assessment

To avoid dealing with very long k-mer features in this
algorithm, we aim to select the most informative PWMs
obtained by other algorithms and ultimately integrate them
through agglomeration. Based on biological knowledge,
most transcription factors recognize targets by identifying
specific sequence pattern. In the pool of candidate PWMs,
some of these contain information (true pattern) which can
be used to separate positives from negatives, while others
cannot provide such information. Hence strength in clas-
sifying promoters is consistent with a PWM which repre-
sents a true motif. Therefore those PWMs which through

a learned algorithm have the strongest classification ability
should be reported as the most likely ones to represent true
motifs.

The kernel method proceeds as follows. An SVM is
trained on each subspace kernel Ki (Section 3.2), each aris-
ing from a single PWM. The cross validated prediction
strengths are then computed. Varying the machine clas-
sification threshold over different values, an ROC curve
and AUC can be computed as a measure of discriminatory
power. The kernels and thus motifs are ranked by their cor-
responding AUC. Since an AUC under 0.5 indicates the ker-
nel performs worse than randomly, we eliminate those mo-
tifs and their PWM from the final pool used in agglomera-
tion.

4.3 Synopsis Feature Space Method: Joint Infor-
mation

The above kernel method still scores motifs individually.
The synopsis feature space method reduces the generally
large feature space ⊕Fi used in PWM evaluation to a low
dimensional one Fs, with dimension m equal to the number
of input motifs. Each feature in Fs arises from a single
input PWM. This reduction allows, for example, a simple
combination of motifs in case where two predicted PWMs
can recover mutually exclusive parts of a true binding motif.
Their individual discriminatory power may not significantly
higher than that of a non-functional pattern or a cofactor
binding motif. In such a case, to assess the PWMs jointly
in this way can provide more reliable results.

Running feature selection over the synopsis feature
space gives us a way to do this very easily. In a synopsis
mapping each PWM becomes a single axis in a new reduced
feature space Fs. Each synopsis feature is the best single
scalar (by a given criterion) for separating targets and non-
targets in its corresponding subspace Fi. For example, if
we define each synopsis feature to be the value wi · x of a
linear SVM classifier in each subspace, combining synop-
sis vectors in Fs is equivalent to analysis in the subspace
span{wi}i.

To avoid over-fitting, the feature selection in Fs should
proceed on cross-validational synopsis features. That is, the
entire dataset D is first divided into n mutually exclusive
parts {Dk}n

k=1 and the cross-validational synopsis feature
on Fi for x ∈ Dk is

fi(x) = w(−k)
i · x + b

(−k)
i

where −k indicates the classifier is trained with Dk ex-
cluded.



5 Results

5.1 Ensemble Classification of Target Genes

In general, large experimentally curated sets of binding
targets for a given TF t are not available. Therefore we em-
ploy a widely used ChIP-chip [17] dataset from Young’s lab.
We have selected probe sequences with p-value< 0.001 as
positives and those with p-value > 0.8 as negatives to train
our classifiers. Five-fold cross-validation is used for all ex-
periments. We use only AlignACE and BioProspector as
ensemble weak learners, and no machine learning method
is involved in the pilot study of ensemble learners in order
to avoid possible over-fitting. We choose the top 30 mo-
tifs from AlignACE and the top 3 form BioProspector with
specified widths running from 6 to 15. This yields 60 motifs
in the candidate pool, some of which are very similar.

Fig. 2 shows the receiver operating characteristic (ROC)
curve for four methods on the S. cerevisiae TF GCN4,
the 8-mer space method and three methods in Section 3.
We choose an 8-mer space F for all subspace methods for
purposes of comparison. 1000 8-mers are randomly gen-
erated from each of 60 PWMs. In the figure, we see a
large improvement with the ensemble subspace method in
terms of area under curve (AUC). The dimension of F is
48 = 65535, but profile subsets yield around only 1500
unique 8-mers, giving better classification. This greatly re-
duced dimension implies biologically that the true motif for
GCN4 should have a highly conserved (minimally vary-
ing) short core. For the TF ABF1 (Fig. 3), however, the
analogous procedure gives similar performance instead of a
large improvement. This suggests biologically that the true
binding motif for ABF1 should be longer and should have
a broader probability distribution in some columns.
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Figure 2. ROC curve for GCN4
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Figure 3. ROC curve for ABF1

We are also interested in how classification accuracy
changes as we generate more and longer k-mers from each
motif. Figure 2 shows the trends of sensitivity, specificity,
positive predictive value and AUC for GCN4. The number
of k-mers varies from 100 to 3000 and width k also varies
from 5 to 8. Though no significant improvement occurs
from varying the number of random k-mers, we see a clear
improvement from increasing k-mer width. This again sug-
gests that the true motif is highly conserved since a small
number of random k-mers cover the profile set. The core
part of the motif may have 7 bases, since we cannot im-
prove with 8-mers. The trend for ABF1 (Fig. 5) can sug-
gest a conserved two block motif based on the evidence that
5-mer is enough but AUC is low, where each block is short
and highly conserved.
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Figure 4. AUC trend for GCN4
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Figure 5. AUC trend for ABF1

AlignACE BP SVMotif Union Kernel Synopsis
17 15 17 21 16 18

Table 1. Number of Motifs Detected

5.2 Ensemble Motif Discovery Method

For prediction of binding motifs, we use results from
BioProspector [18], AlignACE [22], and SVMotif [14]. 26
TFs are selected from the list in Supplemental File 1 of
MacIsaac’s 2006 paper [20]. Only TFs with reported bind-
ing motifs in Transfac [26] are tested. For each TF, positives
are selected from ChIP-chip data with p-value p < 0.005
and negatives with p > 0.8. The top 50 motifs from Alig-
nACE, top 20 from SVMotif, and top 3 each from Bio-
Prospector with widths from 6 to 15 are used as the ini-
tial candidate pool. Some PWMs are very similar and are
merged first in order to reduce correlations in predictor. As
a result roughly 50 PWMs are left to be evaluated.

True (curated) motifs for 21 TFs are actually in this
pool and the ensemble methods can predict 16 and 18 of
these. However, this experiment aims to show the ability of
SVMotif-PWM in integrating all information from different
sub-learners. The ideal case is that one of the sub-learners
reports the true motif, and the combined method takes ad-
vantage of it, also predicting this motif. Experiment shows
that this is true in over 75 percent of the cases. Detailed
output is available at http://cagt10.bu.edu/SVMotif

6 Method

6.1 Greedy Agglomeration

After the assessment of PWM quality (section 4), there are still
non-informative PWMs (false patterns). An agglomeration proce-

dure is helpful for merging similar PWMs and revealing a repre-
sentative motif cluster. A greedy method with two thresholds has
been used. Analogous to the clustering method for k-mers used in
[14], a set of PWM clusters is formed recursively through addition
of new PWM in a list by matching similarity to existing clusters. If
the similarity score between a PWM M and the PWM of an exist-
ing cluster C is larger than the threshold IN, then M is added into
C . If it is smaller than another threshold (the NEW threshold), M
starts a new cluster. If the score is between the two thresholds, M
is temporarily skipped in the list. The list is ordered by decreasing
PWM ranking. If at the end of the list no more PWMs can either
be added into clusters or start new ones, a new random seed is
selected from the remaining un-clustered PWMs. This continues
until all PWMs are clustered. Once clusters are completed, a motif
score combining entropy, feature importance and binding ratio is
computed to rank them.

6.2 Motif Similarity

The above computation of motif similarity has two compo-
nents, direct similarity and divergence from a random background.
Each column of a PWM defines a distribution over Σ. The
Kullback-Leibler (KL) divergence measures the distance between
two of these as DKL (X‖Y ) =

∑
αi

Xi log(Xi/Yi). Here αi

runs through the alphabet in Σ and Xi and Yi are two defined dis-
tributions. KL divergence measures the distance of distribution X
from the reference distribution Y . The full similarity score be-
tween two PWM columns is defined as

D (P‖Q) = DKL (P‖B) − DKL (P‖Q) =
∑
αi

Pi log
Qi

Bi

where P and Q are columns from two motifs, and B is the back-
ground distribution. The first term measures divergence of P from
the background and the second measures similarity between P and
Q. In general, D (P‖Q) �= D (Q‖P ), but the roles of P or Q will
be clear from the context.

We can now define similarity between PWMs N and M , with
M as reference, to be

A (N, M) = max
l

{∑
i

D (Ni+l, Mi)

}

with l the position lag in the alignment; the index i runs only
through overlapping positions. In the agglomeration procedure,
the reference PWM M has is that of a cluster C.

6.3 Adding M into C

Each cluster is represented by a weight PWM (WPWM) differ-
ent from a conventional frequency PWM. Since the ranked PWMs
in the list have different importance scores assigned by AUC (Sec-
tion 4.2) or R-SVM (Section 4.3), a k-mer with higher impor-
tance is thus counted more than a k-mer with lower importance.
Thus each column in a WPWM includes importance weights of
nucleotides in addition to frequencies.



6.4 PWM Sources

This ensemble method integrates results from a collection of
weak learners which compute PWMs in different ways from sets
of known targets of a given TF. The components can be learn-
ing methods such as BioProspector [18], AlignACE [22], SVMo-
tif [14] and so on. A good choice combines optimization methods
which focus on different aspects of binding specificity and out-
put PWMs with highly varied information. An additional source
of candidate PWMs can be known (curated) PWMs of transcrip-
tion factors, e.g., from the UCSC genome browser [12], which has
binding motifs for 94 S. cerevisiae TFs. A third possible source
of PWMs is k-mers or PWMs which are conserved across the
genome and across different species, since functional sites tend
to be conserved. As mentioned above, this framework provides a
general method for integrating different information sources.
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fac: a database on transcription factors and their dna binding
sites. Nucleic Acids Res, 24(1):238–241, January 1996.

[27] X. Zhang et al. Recursive svm feature selection and sam-
ple classification for mass-spectrometry and microarray data.
BMC Bioinformatics, 7(1):197, 2006.



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 0
  /ParseDSCComments false
  /ParseDSCCommentsForDocInfo false
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness true
  /PreserveHalftoneInfo true
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
    /AbadiMT-CondensedLight
    /ACaslon-Italic
    /ACaslon-Regular
    /ACaslon-Semibold
    /ACaslon-SemiboldItalic
    /AdobeArabic-Bold
    /AdobeArabic-BoldItalic
    /AdobeArabic-Italic
    /AdobeArabic-Regular
    /AdobeHebrew-Bold
    /AdobeHebrew-BoldItalic
    /AdobeHebrew-Italic
    /AdobeHebrew-Regular
    /AdobeHeitiStd-Regular
    /AdobeMingStd-Light
    /AdobeMyungjoStd-Medium
    /AdobePiStd
    /AdobeSansMM
    /AdobeSerifMM
    /AdobeSongStd-Light
    /AdobeThai-Bold
    /AdobeThai-BoldItalic
    /AdobeThai-Italic
    /AdobeThai-Regular
    /AGaramond-Bold
    /AGaramond-BoldItalic
    /AGaramond-Italic
    /AGaramond-Regular
    /AGaramond-Semibold
    /AGaramond-SemiboldItalic
    /AgencyFB-Bold
    /AgencyFB-Reg
    /AGOldFace-Outline
    /AharoniBold
    /Algerian
    /Americana
    /Americana-ExtraBold
    /AndaleMono
    /AndaleMonoIPA
    /AngsanaNew
    /AngsanaNew-Bold
    /AngsanaNew-BoldItalic
    /AngsanaNew-Italic
    /AngsanaUPC
    /AngsanaUPC-Bold
    /AngsanaUPC-BoldItalic
    /AngsanaUPC-Italic
    /Anna
    /ArialAlternative
    /ArialAlternativeSymbol
    /Arial-Black
    /Arial-BlackItalic
    /Arial-BoldItalicMT
    /Arial-BoldMT
    /Arial-ItalicMT
    /ArialMT
    /ArialMT-Black
    /ArialNarrow
    /ArialNarrow-Bold
    /ArialNarrow-BoldItalic
    /ArialNarrow-Italic
    /ArialRoundedMTBold
    /ArialUnicodeMS
    /ArrusBT-Bold
    /ArrusBT-BoldItalic
    /ArrusBT-Italic
    /ArrusBT-Roman
    /AvantGarde-Book
    /AvantGarde-BookOblique
    /AvantGarde-Demi
    /AvantGarde-DemiOblique
    /AvantGardeITCbyBT-Book
    /AvantGardeITCbyBT-BookOblique
    /BakerSignet
    /BankGothicBT-Medium
    /Barmeno-Bold
    /Barmeno-ExtraBold
    /Barmeno-Medium
    /Barmeno-Regular
    /Baskerville
    /BaskervilleBE-Italic
    /BaskervilleBE-Medium
    /BaskervilleBE-MediumItalic
    /BaskervilleBE-Regular
    /Baskerville-Bold
    /Baskerville-BoldItalic
    /Baskerville-Italic
    /BaskOldFace
    /Batang
    /BatangChe
    /Bauhaus93
    /Bellevue
    /BellGothicStd-Black
    /BellGothicStd-Bold
    /BellGothicStd-Light
    /BellMT
    /BellMTBold
    /BellMTItalic
    /BerlingAntiqua-Bold
    /BerlingAntiqua-BoldItalic
    /BerlingAntiqua-Italic
    /BerlingAntiqua-Roman
    /BerlinSansFB-Bold
    /BerlinSansFBDemi-Bold
    /BerlinSansFB-Reg
    /BernardMT-Condensed
    /BernhardModernBT-Bold
    /BernhardModernBT-BoldItalic
    /BernhardModernBT-Italic
    /BernhardModernBT-Roman
    /BiffoMT
    /BinnerD
    /BinnerGothic
    /BlackadderITC-Regular
    /Blackoak
    /Bodoni
    /Bodoni-Bold
    /Bodoni-BoldItalic
    /Bodoni-Italic
    /BodoniMT
    /BodoniMTBlack
    /BodoniMTBlack-Italic
    /BodoniMT-Bold
    /BodoniMT-BoldItalic
    /BodoniMTCondensed
    /BodoniMTCondensed-Bold
    /BodoniMTCondensed-BoldItalic
    /BodoniMTCondensed-Italic
    /BodoniMT-Italic
    /BodoniMTPosterCompressed
    /Bodoni-Poster
    /Bodoni-PosterCompressed
    /BookAntiqua
    /BookAntiqua-Bold
    /BookAntiqua-BoldItalic
    /BookAntiqua-Italic
    /Bookman-Demi
    /Bookman-DemiItalic
    /Bookman-Light
    /Bookman-LightItalic
    /BookmanOldStyle
    /BookmanOldStyle-Bold
    /BookmanOldStyle-BoldItalic
    /BookmanOldStyle-Italic
    /BookshelfSymbolOne-Regular
    /BookshelfSymbolSeven
    /BookshelfSymbolThree-Regular
    /BookshelfSymbolTwo-Regular
    /Botanical
    /Boton-Italic
    /Boton-Medium
    /Boton-MediumItalic
    /Boton-Regular
    /Boulevard
    /BradleyHandITC
    /Braggadocio
    /BritannicBold
    /Broadway
    /BrowalliaNew
    /BrowalliaNew-Bold
    /BrowalliaNew-BoldItalic
    /BrowalliaNew-Italic
    /BrowalliaUPC
    /BrowalliaUPC-Bold
    /BrowalliaUPC-BoldItalic
    /BrowalliaUPC-Italic
    /BrushScript
    /BrushScriptMT
    /CaflischScript-Bold
    /CaflischScript-Regular
    /Calibri
    /Calibri-Bold
    /Calibri-BoldItalic
    /Calibri-Italic
    /CalifornianFB-Bold
    /CalifornianFB-Italic
    /CalifornianFB-Reg
    /CalisMTBol
    /CalistoMT
    /CalistoMT-BoldItalic
    /CalistoMT-Italic
    /Cambria
    /Cambria-Bold
    /Cambria-BoldItalic
    /Cambria-Italic
    /CambriaMath
    /Candara
    /Candara-Bold
    /Candara-BoldItalic
    /Candara-Italic
    /Carta
    /CaslonOpenfaceBT-Regular
    /Castellar
    /CastellarMT
    /Centaur
    /Centaur-Italic
    /Century
    /CenturyGothic
    /CenturyGothic-Bold
    /CenturyGothic-BoldItalic
    /CenturyGothic-Italic
    /CenturySchL-Bold
    /CenturySchL-BoldItal
    /CenturySchL-Ital
    /CenturySchL-Roma
    /CenturySchoolbook
    /CenturySchoolbook-Bold
    /CenturySchoolbook-BoldItalic
    /CenturySchoolbook-Italic
    /CGTimes-Bold
    /CGTimes-BoldItalic
    /CGTimes-Italic
    /CGTimes-Regular
    /CharterBT-Bold
    /CharterBT-BoldItalic
    /CharterBT-Italic
    /CharterBT-Roman
    /CheltenhamITCbyBT-Bold
    /CheltenhamITCbyBT-BoldItalic
    /CheltenhamITCbyBT-Book
    /CheltenhamITCbyBT-BookItalic
    /Chiller-Regular
    /CMB10
    /CMBSY10
    /CMBSY5
    /CMBSY6
    /CMBSY7
    /CMBSY8
    /CMBSY9
    /CMBX10
    /CMBX12
    /CMBX5
    /CMBX6
    /CMBX7
    /CMBX8
    /CMBX9
    /CMBXSL10
    /CMBXTI10
    /CMCSC10
    /CMCSC8
    /CMCSC9
    /CMDUNH10
    /CMEX10
    /CMEX7
    /CMEX8
    /CMEX9
    /CMFF10
    /CMFI10
    /CMFIB8
    /CMINCH
    /CMITT10
    /CMMI10
    /CMMI12
    /CMMI5
    /CMMI6
    /CMMI7
    /CMMI8
    /CMMI9
    /CMMIB10
    /CMMIB5
    /CMMIB6
    /CMMIB7
    /CMMIB8
    /CMMIB9
    /CMR10
    /CMR12
    /CMR17
    /CMR5
    /CMR6
    /CMR7
    /CMR8
    /CMR9
    /CMSL10
    /CMSL12
    /CMSL8
    /CMSL9
    /CMSLTT10
    /CMSS10
    /CMSS12
    /CMSS17
    /CMSS8
    /CMSS9
    /CMSSBX10
    /CMSSDC10
    /CMSSI10
    /CMSSI12
    /CMSSI17
    /CMSSI8
    /CMSSI9
    /CMSSQ8
    /CMSSQI8
    /CMSY10
    /CMSY5
    /CMSY6
    /CMSY7
    /CMSY8
    /CMSY9
    /CMTCSC10
    /CMTEX10
    /CMTEX8
    /CMTEX9
    /CMTI10
    /CMTI12
    /CMTI7
    /CMTI8
    /CMTI9
    /CMTT10
    /CMTT12
    /CMTT8
    /CMTT9
    /CMU10
    /CMVTT10
    /ColonnaMT
    /Colossalis-Bold
    /ComicSansMS
    /ComicSansMS-Bold
    /Consolas
    /Consolas-Bold
    /Consolas-BoldItalic
    /Consolas-Italic
    /Constantia
    /Constantia-Bold
    /Constantia-BoldItalic
    /Constantia-Italic
    /CooperBlack
    /CopperplateGothic-Bold
    /CopperplateGothic-Light
    /Copperplate-ThirtyThreeBC
    /Corbel
    /Corbel-Bold
    /Corbel-BoldItalic
    /Corbel-Italic
    /CordiaNew
    /CordiaNew-Bold
    /CordiaNew-BoldItalic
    /CordiaNew-Italic
    /CordiaUPC
    /CordiaUPC-Bold
    /CordiaUPC-BoldItalic
    /CordiaUPC-Italic
    /Courier
    /Courier-Bold
    /Courier-BoldOblique
    /CourierNewPS-BoldItalicMT
    /CourierNewPS-BoldMT
    /CourierNewPS-ItalicMT
    /CourierNewPSMT
    /Courier-Oblique
    /CourierStd
    /CourierStd-Bold
    /CourierStd-BoldOblique
    /CourierStd-Oblique
    /CourierX-Bold
    /CourierX-BoldOblique
    /CourierX-Oblique
    /CourierX-Regular
    /CreepyRegular
    /CurlzMT
    /David-Bold
    /David-Reg
    /DavidTransparent
    /Desdemona
    /DilleniaUPC
    /DilleniaUPCBold
    /DilleniaUPCBoldItalic
    /DilleniaUPCItalic
    /Dingbats
    /DomCasual
    /Dotum
    /DotumChe
    /EdwardianScriptITC
    /Elephant-Italic
    /Elephant-Regular
    /EngraversGothicBT-Regular
    /EngraversMT
    /EraserDust
    /ErasITC-Bold
    /ErasITC-Demi
    /ErasITC-Light
    /ErasITC-Medium
    /ErieBlackPSMT
    /ErieLightPSMT
    /EriePSMT
    /EstrangeloEdessa
    /Euclid
    /Euclid-Bold
    /Euclid-BoldItalic
    /EuclidExtra
    /EuclidExtra-Bold
    /EuclidFraktur
    /EuclidFraktur-Bold
    /Euclid-Italic
    /EuclidMathOne
    /EuclidMathOne-Bold
    /EuclidMathTwo
    /EuclidMathTwo-Bold
    /EuclidSymbol
    /EuclidSymbol-Bold
    /EuclidSymbol-BoldItalic
    /EuclidSymbol-Italic
    /EucrosiaUPC
    /EucrosiaUPCBold
    /EucrosiaUPCBoldItalic
    /EucrosiaUPCItalic
    /EUEX10
    /EUEX7
    /EUEX8
    /EUEX9
    /EUFB10
    /EUFB5
    /EUFB7
    /EUFM10
    /EUFM5
    /EUFM7
    /EURB10
    /EURB5
    /EURB7
    /EURM10
    /EURM5
    /EURM7
    /EuroMono-Bold
    /EuroMono-BoldItalic
    /EuroMono-Italic
    /EuroMono-Regular
    /EuroSans-Bold
    /EuroSans-BoldItalic
    /EuroSans-Italic
    /EuroSans-Regular
    /EuroSerif-Bold
    /EuroSerif-BoldItalic
    /EuroSerif-Italic
    /EuroSerif-Regular
    /EuroSig
    /EUSB10
    /EUSB5
    /EUSB7
    /EUSM10
    /EUSM5
    /EUSM7
    /FelixTitlingMT
    /Fences
    /FencesPlain
    /FigaroMT
    /FixedMiriamTransparent
    /FootlightMTLight
    /Formata-Italic
    /Formata-Medium
    /Formata-MediumItalic
    /Formata-Regular
    /ForteMT
    /FranklinGothic-Book
    /FranklinGothic-BookItalic
    /FranklinGothic-Demi
    /FranklinGothic-DemiCond
    /FranklinGothic-DemiItalic
    /FranklinGothic-Heavy
    /FranklinGothic-HeavyItalic
    /FranklinGothicITCbyBT-Book
    /FranklinGothicITCbyBT-BookItal
    /FranklinGothicITCbyBT-Demi
    /FranklinGothicITCbyBT-DemiItal
    /FranklinGothic-Medium
    /FranklinGothic-MediumCond
    /FranklinGothic-MediumItalic
    /FrankRuehl
    /FreesiaUPC
    /FreesiaUPCBold
    /FreesiaUPCBoldItalic
    /FreesiaUPCItalic
    /FreestyleScript-Regular
    /FrenchScriptMT
    /Frutiger-Black
    /Frutiger-BlackCn
    /Frutiger-BlackItalic
    /Frutiger-Bold
    /Frutiger-BoldCn
    /Frutiger-BoldItalic
    /Frutiger-Cn
    /Frutiger-ExtraBlackCn
    /Frutiger-Italic
    /Frutiger-Light
    /Frutiger-LightCn
    /Frutiger-LightItalic
    /Frutiger-Roman
    /Frutiger-UltraBlack
    /Futura-Bold
    /Futura-BoldOblique
    /Futura-Book
    /Futura-BookOblique
    /FuturaBT-Bold
    /FuturaBT-BoldItalic
    /FuturaBT-Book
    /FuturaBT-BookItalic
    /FuturaBT-Medium
    /FuturaBT-MediumItalic
    /Futura-Light
    /Futura-LightOblique
    /GalliardITCbyBT-Bold
    /GalliardITCbyBT-BoldItalic
    /GalliardITCbyBT-Italic
    /GalliardITCbyBT-Roman
    /Garamond
    /Garamond-Bold
    /Garamond-BoldCondensed
    /Garamond-BoldCondensedItalic
    /Garamond-BoldItalic
    /Garamond-BookCondensed
    /Garamond-BookCondensedItalic
    /Garamond-Italic
    /Garamond-LightCondensed
    /Garamond-LightCondensedItalic
    /Gautami
    /GeometricSlab703BT-Light
    /GeometricSlab703BT-LightItalic
    /Georgia
    /Georgia-Bold
    /Georgia-BoldItalic
    /Georgia-Italic
    /GeorgiaRef
    /Giddyup
    /Giddyup-Thangs
    /Gigi-Regular
    /GillSans
    /GillSans-Bold
    /GillSans-BoldItalic
    /GillSans-Condensed
    /GillSans-CondensedBold
    /GillSans-Italic
    /GillSans-Light
    /GillSans-LightItalic
    /GillSansMT
    /GillSansMT-Bold
    /GillSansMT-BoldItalic
    /GillSansMT-Condensed
    /GillSansMT-ExtraCondensedBold
    /GillSansMT-Italic
    /GillSans-UltraBold
    /GillSans-UltraBoldCondensed
    /GloucesterMT-ExtraCondensed
    /Gothic-Thirteen
    /GoudyOldStyleBT-Bold
    /GoudyOldStyleBT-BoldItalic
    /GoudyOldStyleBT-Italic
    /GoudyOldStyleBT-Roman
    /GoudyOldStyleT-Bold
    /GoudyOldStyleT-Italic
    /GoudyOldStyleT-Regular
    /GoudyStout
    /GoudyTextMT-LombardicCapitals
    /GSIDefaultSymbols
    /Gulim
    /GulimChe
    /Gungsuh
    /GungsuhChe
    /Haettenschweiler
    /HarlowSolid
    /Harrington
    /Helvetica
    /Helvetica-Black
    /Helvetica-BlackOblique
    /Helvetica-Bold
    /Helvetica-BoldOblique
    /Helvetica-Condensed
    /Helvetica-Condensed-Black
    /Helvetica-Condensed-BlackObl
    /Helvetica-Condensed-Bold
    /Helvetica-Condensed-BoldObl
    /Helvetica-Condensed-Light
    /Helvetica-Condensed-LightObl
    /Helvetica-Condensed-Oblique
    /Helvetica-Fraction
    /Helvetica-Narrow
    /Helvetica-Narrow-Bold
    /Helvetica-Narrow-BoldOblique
    /Helvetica-Narrow-Oblique
    /Helvetica-Oblique
    /HighTowerText-Italic
    /HighTowerText-Reg
    /Humanist521BT-BoldCondensed
    /Humanist521BT-Light
    /Humanist521BT-LightItalic
    /Humanist521BT-RomanCondensed
    /Imago-ExtraBold
    /Impact
    /ImprintMT-Shadow
    /InformalRoman-Regular
    /IrisUPC
    /IrisUPCBold
    /IrisUPCBoldItalic
    /IrisUPCItalic
    /Ironwood
    /ItcEras-Medium
    /ItcKabel-Bold
    /ItcKabel-Book
    /ItcKabel-Demi
    /ItcKabel-Medium
    /ItcKabel-Ultra
    /JasmineUPC
    /JasmineUPC-Bold
    /JasmineUPC-BoldItalic
    /JasmineUPC-Italic
    /JoannaMT
    /JoannaMT-Italic
    /Jokerman-Regular
    /JuiceITC-Regular
    /Kartika
    /Kaufmann
    /KaufmannBT-Bold
    /KaufmannBT-Regular
    /KidTYPEPaint
    /KinoMT
    /KodchiangUPC
    /KodchiangUPC-Bold
    /KodchiangUPC-BoldItalic
    /KodchiangUPC-Italic
    /KorinnaITCbyBT-Regular
    /KozGoProVI-Medium
    /KozMinProVI-Regular
    /KristenITC-Regular
    /KunstlerScript
    /Latha
    /LatinWide
    /LetterGothic
    /LetterGothic-Bold
    /LetterGothic-BoldOblique
    /LetterGothic-BoldSlanted
    /LetterGothicMT
    /LetterGothicMT-Bold
    /LetterGothicMT-BoldOblique
    /LetterGothicMT-Oblique
    /LetterGothic-Slanted
    /LetterGothicStd
    /LetterGothicStd-Bold
    /LetterGothicStd-BoldSlanted
    /LetterGothicStd-Slanted
    /LevenimMT
    /LevenimMTBold
    /LilyUPC
    /LilyUPCBold
    /LilyUPCBoldItalic
    /LilyUPCItalic
    /Lithos-Black
    /Lithos-Regular
    /LotusWPBox-Roman
    /LotusWPIcon-Roman
    /LotusWPIntA-Roman
    /LotusWPIntB-Roman
    /LotusWPType-Roman
    /LucidaBright
    /LucidaBright-Demi
    /LucidaBright-DemiItalic
    /LucidaBright-Italic
    /LucidaCalligraphy-Italic
    /LucidaConsole
    /LucidaFax
    /LucidaFax-Demi
    /LucidaFax-DemiItalic
    /LucidaFax-Italic
    /LucidaHandwriting-Italic
    /LucidaSans
    /LucidaSans-Demi
    /LucidaSans-DemiItalic
    /LucidaSans-Italic
    /LucidaSans-Typewriter
    /LucidaSans-TypewriterBold
    /LucidaSans-TypewriterBoldOblique
    /LucidaSans-TypewriterOblique
    /LucidaSansUnicode
    /Lydian
    /Magneto-Bold
    /MaiandraGD-Regular
    /Mangal-Regular
    /Map-Symbols
    /MathA
    /MathB
    /MathC
    /Mathematica1
    /Mathematica1-Bold
    /Mathematica1Mono
    /Mathematica1Mono-Bold
    /Mathematica2
    /Mathematica2-Bold
    /Mathematica2Mono
    /Mathematica2Mono-Bold
    /Mathematica3
    /Mathematica3-Bold
    /Mathematica3Mono
    /Mathematica3Mono-Bold
    /Mathematica4
    /Mathematica4-Bold
    /Mathematica4Mono
    /Mathematica4Mono-Bold
    /Mathematica5
    /Mathematica5-Bold
    /Mathematica5Mono
    /Mathematica5Mono-Bold
    /Mathematica6
    /Mathematica6Bold
    /Mathematica6Mono
    /Mathematica6MonoBold
    /Mathematica7
    /Mathematica7Bold
    /Mathematica7Mono
    /Mathematica7MonoBold
    /MatisseITC-Regular
    /MaturaMTScriptCapitals
    /Mesquite
    /Mezz-Black
    /Mezz-Regular
    /MICR
    /MicrosoftSansSerif
    /MingLiU
    /Minion-BoldCondensed
    /Minion-BoldCondensedItalic
    /Minion-Condensed
    /Minion-CondensedItalic
    /Minion-Ornaments
    /MinionPro-Bold
    /MinionPro-BoldIt
    /MinionPro-It
    /MinionPro-Regular
    /MinionPro-Semibold
    /MinionPro-SemiboldIt
    /Miriam
    /MiriamFixed
    /MiriamTransparent
    /Mistral
    /Modern-Regular
    /MonotypeCorsiva
    /MonotypeSorts
    /MSAM10
    /MSAM5
    /MSAM6
    /MSAM7
    /MSAM8
    /MSAM9
    /MSBM10
    /MSBM5
    /MSBM6
    /MSBM7
    /MSBM8
    /MSBM9
    /MS-Gothic
    /MSHei
    /MSLineDrawPSMT
    /MS-Mincho
    /MSOutlook
    /MS-PGothic
    /MS-PMincho
    /MSReference1
    /MSReference2
    /MSReferenceSansSerif
    /MSReferenceSansSerif-Bold
    /MSReferenceSansSerif-BoldItalic
    /MSReferenceSansSerif-Italic
    /MSReferenceSerif
    /MSReferenceSerif-Bold
    /MSReferenceSerif-BoldItalic
    /MSReferenceSerif-Italic
    /MSReferenceSpecialty
    /MSSong
    /MS-UIGothic
    /MT-Extra
    /MT-Symbol
    /MT-Symbol-Italic
    /MVBoli
    /Myriad-Bold
    /Myriad-BoldItalic
    /Myriad-Italic
    /MyriadPro-Black
    /MyriadPro-BlackIt
    /MyriadPro-Bold
    /MyriadPro-BoldIt
    /MyriadPro-It
    /MyriadPro-Light
    /MyriadPro-LightIt
    /MyriadPro-Regular
    /MyriadPro-Semibold
    /MyriadPro-SemiboldIt
    /Myriad-Roman
    /Narkisim
    /NewCenturySchlbk-Bold
    /NewCenturySchlbk-BoldItalic
    /NewCenturySchlbk-Italic
    /NewCenturySchlbk-Roman
    /NewMilleniumSchlbk-BoldItalicSH
    /NewsGothic
    /NewsGothic-Bold
    /NewsGothicBT-Bold
    /NewsGothicBT-BoldItalic
    /NewsGothicBT-Italic
    /NewsGothicBT-Roman
    /NewsGothic-Condensed
    /NewsGothic-Italic
    /NewsGothicMT
    /NewsGothicMT-Bold
    /NewsGothicMT-Italic
    /NiagaraEngraved-Reg
    /NiagaraSolid-Reg
    /NimbusMonL-Bold
    /NimbusMonL-BoldObli
    /NimbusMonL-Regu
    /NimbusMonL-ReguObli
    /NimbusRomNo9L-Medi
    /NimbusRomNo9L-MediItal
    /NimbusRomNo9L-Regu
    /NimbusRomNo9L-ReguItal
    /NimbusSanL-Bold
    /NimbusSanL-BoldCond
    /NimbusSanL-BoldCondItal
    /NimbusSanL-BoldItal
    /NimbusSanL-Regu
    /NimbusSanL-ReguCond
    /NimbusSanL-ReguCondItal
    /NimbusSanL-ReguItal
    /Nimrod
    /Nimrod-Bold
    /Nimrod-BoldItalic
    /Nimrod-Italic
    /NSimSun
    /Nueva-BoldExtended
    /Nueva-BoldExtendedItalic
    /Nueva-Italic
    /Nueva-Roman
    /NuptialScript
    /OCRA
    /OCRA-Alternate
    /OCRAExtended
    /OCRB
    /OCRB-Alternate
    /OfficinaSans-Bold
    /OfficinaSans-BoldItalic
    /OfficinaSans-Book
    /OfficinaSans-BookItalic
    /OfficinaSerif-Bold
    /OfficinaSerif-BoldItalic
    /OfficinaSerif-Book
    /OfficinaSerif-BookItalic
    /OldEnglishTextMT
    /Onyx
    /OnyxBT-Regular
    /OzHandicraftBT-Roman
    /PalaceScriptMT
    /Palatino-Bold
    /Palatino-BoldItalic
    /Palatino-Italic
    /PalatinoLinotype-Bold
    /PalatinoLinotype-BoldItalic
    /PalatinoLinotype-Italic
    /PalatinoLinotype-Roman
    /Palatino-Roman
    /PapyrusPlain
    /Papyrus-Regular
    /Parchment-Regular
    /Parisian
    /ParkAvenue
    /Penumbra-SemiboldFlare
    /Penumbra-SemiboldSans
    /Penumbra-SemiboldSerif
    /PepitaMT
    /Perpetua
    /Perpetua-Bold
    /Perpetua-BoldItalic
    /Perpetua-Italic
    /PerpetuaTitlingMT-Bold
    /PerpetuaTitlingMT-Light
    /PhotinaCasualBlack
    /Playbill
    /PMingLiU
    /Poetica-SuppOrnaments
    /PoorRichard-Regular
    /PopplLaudatio-Italic
    /PopplLaudatio-Medium
    /PopplLaudatio-MediumItalic
    /PopplLaudatio-Regular
    /PrestigeElite
    /Pristina-Regular
    /PTBarnumBT-Regular
    /Raavi
    /RageItalic
    /Ravie
    /RefSpecialty
    /Ribbon131BT-Bold
    /Rockwell
    /Rockwell-Bold
    /Rockwell-BoldItalic
    /Rockwell-Condensed
    /Rockwell-CondensedBold
    /Rockwell-ExtraBold
    /Rockwell-Italic
    /Rockwell-Light
    /Rockwell-LightItalic
    /Rod
    /RodTransparent
    /RunicMT-Condensed
    /Sanvito-Light
    /Sanvito-Roman
    /ScriptC
    /ScriptMTBold
    /SegoeUI
    /SegoeUI-Bold
    /SegoeUI-BoldItalic
    /SegoeUI-Italic
    /Serpentine-BoldOblique
    /ShelleyVolanteBT-Regular
    /ShowcardGothic-Reg
    /Shruti
    /SimHei
    /SimSun
    /SnapITC-Regular
    /StandardSymL
    /Stencil
    /StoneSans
    /StoneSans-Bold
    /StoneSans-BoldItalic
    /StoneSans-Italic
    /StoneSans-Semibold
    /StoneSans-SemiboldItalic
    /Stop
    /Swiss721BT-BlackExtended
    /Sylfaen
    /Symbol
    /SymbolMT
    /Tahoma
    /Tahoma-Bold
    /Tci1
    /Tci1Bold
    /Tci1BoldItalic
    /Tci1Italic
    /Tci2
    /Tci2Bold
    /Tci2BoldItalic
    /Tci2Italic
    /Tci3
    /Tci3Bold
    /Tci3BoldItalic
    /Tci3Italic
    /Tci4
    /Tci4Bold
    /Tci4BoldItalic
    /Tci4Italic
    /TechnicalItalic
    /TechnicalPlain
    /Tekton
    /Tekton-Bold
    /TektonMM
    /Tempo-HeavyCondensed
    /Tempo-HeavyCondensedItalic
    /TempusSansITC
    /Times-Bold
    /Times-BoldItalic
    /Times-BoldItalicOsF
    /Times-BoldSC
    /Times-ExtraBold
    /Times-Italic
    /Times-ItalicOsF
    /TimesNewRomanMT-ExtraBold
    /TimesNewRomanPS-BoldItalicMT
    /TimesNewRomanPS-BoldMT
    /TimesNewRomanPS-ItalicMT
    /TimesNewRomanPSMT
    /Times-Roman
    /Times-RomanSC
    /Trajan-Bold
    /Trebuchet-BoldItalic
    /TrebuchetMS
    /TrebuchetMS-Bold
    /TrebuchetMS-Italic
    /Tunga-Regular
    /TwCenMT-Bold
    /TwCenMT-BoldItalic
    /TwCenMT-Condensed
    /TwCenMT-CondensedBold
    /TwCenMT-CondensedExtraBold
    /TwCenMT-CondensedMedium
    /TwCenMT-Italic
    /TwCenMT-Regular
    /Univers-Bold
    /Univers-BoldItalic
    /UniversCondensed-Bold
    /UniversCondensed-BoldItalic
    /UniversCondensed-Medium
    /UniversCondensed-MediumItalic
    /Univers-Medium
    /Univers-MediumItalic
    /URWBookmanL-DemiBold
    /URWBookmanL-DemiBoldItal
    /URWBookmanL-Ligh
    /URWBookmanL-LighItal
    /URWChanceryL-MediItal
    /URWGothicL-Book
    /URWGothicL-BookObli
    /URWGothicL-Demi
    /URWGothicL-DemiObli
    /URWPalladioL-Bold
    /URWPalladioL-BoldItal
    /URWPalladioL-Ital
    /URWPalladioL-Roma
    /USPSBarCode
    /VAGRounded-Black
    /VAGRounded-Bold
    /VAGRounded-Light
    /VAGRounded-Thin
    /Verdana
    /Verdana-Bold
    /Verdana-BoldItalic
    /Verdana-Italic
    /VerdanaRef
    /VinerHandITC
    /Viva-BoldExtraExtended
    /Vivaldii
    /Viva-LightCondensed
    /Viva-Regular
    /VladimirScript
    /Vrinda
    /Webdings
    /Westminster
    /Willow
    /Wingdings2
    /Wingdings3
    /Wingdings-Regular
    /WNCYB10
    /WNCYI10
    /WNCYR10
    /WNCYSC10
    /WNCYSS10
    /WoodtypeOrnaments-One
    /WoodtypeOrnaments-Two
    /WP-ArabicScriptSihafa
    /WP-ArabicSihafa
    /WP-BoxDrawing
    /WP-CyrillicA
    /WP-CyrillicB
    /WP-GreekCentury
    /WP-GreekCourier
    /WP-GreekHelve
    /WP-HebrewDavid
    /WP-IconicSymbolsA
    /WP-IconicSymbolsB
    /WP-Japanese
    /WP-MathA
    /WP-MathB
    /WP-MathExtendedA
    /WP-MathExtendedB
    /WP-MultinationalAHelve
    /WP-MultinationalARoman
    /WP-MultinationalBCourier
    /WP-MultinationalBHelve
    /WP-MultinationalBRoman
    /WP-MultinationalCourier
    /WP-Phonetic
    /WPTypographicSymbols
    /XYATIP10
    /XYBSQL10
    /XYBTIP10
    /XYCIRC10
    /XYCMAT10
    /XYCMBT10
    /XYDASH10
    /XYEUAT10
    /XYEUBT10
    /ZapfChancery-MediumItalic
    /ZapfDingbats
    /ZapfHumanist601BT-Bold
    /ZapfHumanist601BT-BoldItalic
    /ZapfHumanist601BT-Demi
    /ZapfHumanist601BT-DemiItalic
    /ZapfHumanist601BT-Italic
    /ZapfHumanist601BT-Roman
    /ZWAdobeF
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 200
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 2.00333
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 200
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 2.00333
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 400
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.00167
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e5c4f5e55663e793a3001901a8fc775355b5090ae4ef653d190014ee553ca901a8fc756e072797f5153d15e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc87a25e55986f793a3001901a904e96fb5b5090f54ef650b390014ee553ca57287db2969b7db28def4e0a767c5e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020d654ba740020d45cc2dc002c0020c804c7900020ba54c77c002c0020c778d130b137c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor weergave op een beeldscherm, e-mail en internet. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for on-screen display, e-mail, and the Internet.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing false
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


