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Towards the Inference of Graphs on Ordered
Vertices

Alexander Zien, Gunnar&sch, Cheng Soon Ong

Abstract. We propose novel methods for machine learning of structured output spaces. Specifically, we
consider outputs which are graphs with vertices that have a natural order. We consider the usual adjacency matrix
representation of graphs, as well as two other representations for such a graph: (a) decomposing the graph into
a set of paths, (b) converting the graph into a single sequence of nodes with labeled edges. For each of the
three representations, we propose an encoding and decoding scheme. We also propose an evaluation measure for
comparing two graphs.

1 Introduction

Structured output learnin@l[L] 2, 3] is a learning paradigm of increasing interest and popularity, because it extends
classification from using atomic class labels to structured objects like sequences (“label sequence Iedrhing” [2, 4]).
As in binary classification a mapping of inputgo outputsy is sought for, but in structured output learnings

an element of a structured space, eg of sequences or graphs. The common idea is to map the pairs @fnidputs
outputsy to a joint feature representatidr(z, y) and then to find a linear function " ®(x, ) such that

r — argmaxw' ®(x,y) Q)
y

represents the desired map. Solvinp (1) for a giweis also called decoding. Note that with appropriate choice
of ®(-) the model may be kernelized; however, for the sake of easier accessability we will not explixitly carry this
through.

Learning with a training set of known paifs;, y;) is usually performed by solving a mathematical program
like

r‘%l? |wl|® + Zfz 2)
s.t. Vi Yy #y& > 0(f(a,y) — f(z,79) 3)

where a frequent choice for the loss functiép) is the hinge loss given b§(t) = max(1 — ¢,0). Since the
number of constraints is usually too large (eg, exponential in the size af;Jheolumn generation methods are
used to (approximately) find the optimimuw the prediction problen {1) is repeatedly solved to find structures
7 yielding most active constraints.

We here present an effort to push the limits of structured output learning within this framework beyond se-
guences: we move on to a certain class of graphs characterized by a pre-known ordering of the nodes. Precisely,
x is a variable-sized set of hodes together with their orderinggyand graph on these nodes such that all edges
point forward. We enable to learn maps— y for these data types by developing three decoding algorithms.

Beyond being an exiting advance in itself, this extension draws relevance from potential applications. For
instance, it applies to the prediction of tertiary (3D) protein structure on the basis of contact maps. A contact map
is an undirected graph that connects spatially adjacent amino acids. The amino acids have a natural ordering given
by the backbone of the protein.

A second possible application, and our true motiviation for this work, is the prediction of splice graphs of genes
in genomic DNA sequences. A splice graph summarizes all possibilities of dissecting the gene into exons (which
encode proteins) exons and introns (which are disposed of). Existing state of the art gene finders, eg GenScan and
mSplicer, predict a single splice form, ie they solve a label sequence learning problem. However, many genes can
be expressed in several variants, for example by means of alternative splicing. It is of high interest to biologists to
discover these variants. Each alternative is described by a single path from a given start node to a given end node;



a graph may be used to summarize the paths. We will take the importance of paths into account in the specification
of the formal problem below.

As mentioned above, we will need to define features on graphs (that may take the information in the inputs into
account, ie node sets, node labels, node ordering, etc). The recent years have seen some research on such features
in the context of kernel methods. While subgraphs are traditionally used in chemoinformatics, only recently
mining for frequent substructures has become practi¢al [5, and references therein]. Further, graph kernels have
been defined that use paths resulting from random walks as featlires [6, 7]. Finally, it has recently been proposed
to use spectral features deduced from graph Lapladians [8].

The structure prediction problefn| (1) is closely related to the problem of pre-image construction, which consists
of solving arg min,, ||¥(y) — w]||* for a givenw. Note that this is equal targ max, w' U(y) — 1/2[|¥(y)|?,
which can be seen as a regularized decoding with the featureliigp:= ®(z, y). While there exists work on
finding graph pre-image&1[9], it consideres general graphs and thus has to cope with a very hard combinatorial
optimization problem.

This paper is organized as follows. In the next section, we specify the problem setting in more detail. The
sections 3 and 4 present corresponding graph prediction/decoding methods: two that are based on sequential
features, and one based on subgraph features, respectively. We then briefly touch on possibilities to evaluate
predictions and finally discuss advantages and disadvantages of the three proposed methods.

2 Problem Setting

We consider the problem of learning a graph on a5seff nodes with known ordering. This problem has a value
in itself, e.g. for the applications mentioned above. From a wider perspective it can also be seen as an intermediate
step — to our knowledge, the first one — from label sequence leairing [4] towards learning general graphs. In the
now popular framework for structured output learning, the idea is to define a joint kernel over inputs and outputs
[1]. Given such a kernel, the remaining required ingredient is a decoding algorithm that produces high scoring
structures based on a given parameter setting. In this work, we present several strategies for decoding algorithms
for graphs on node sets with a pre-known ordering.

Once a decoding method is implemented, parameters can be learned by solving a mathematical program (usually
a LP or QP)[[3]. Due to the combinatorial nature of the structured output space, the optimization problem usually
has a huge number of constraints, and column generation techniques are commonly used. Thereby alternating
steps of (i) parameter updates by solving a smaller optimization problem and (ii) incrementing the constraint set
according to decoded structures are repeated until convergence.

We now formalize the problem. Let, w.l.o.g., thenodes bé” = {1,...,n}. The problem becomes both more
practically relevant and more challenging by allowing for different numherknodes for both training and testing
cases. This includes the possibility to predict a graph on a node set of a size that does not occur in the training
set. We restrict ourselves to graphs the edges of which point forward with respect to the ordering of the nodes:
(i,j) € E =i < j,whereE C V x V isthe set of edges. Note that there is a one-to-one correspondence between
directed acyclic graphs (DAGS) respecting these ordering requirements and undirected graphs without self-loops.
In our setting it is often more convenient to specify the edges by means of an adjacencyAnatdg, 1}V >V
such that4;; = 1 < (7,j) € E. Corresponding to our assumptions about directighBas to be upper triagonal.
When it is convenient, we might equivalently trehas being symmetric. In either case, the diagonal is zero.

3 Graph Learning with Path Features

We start with an informal description of the idea, which is detailed below.I'Le¢ a directed graph on ordered
vertexes with known start and end node. We define a path thrBugha subgraph with the following properties:

(a) it connects the start and end node, (b) every node has at most one edge, and (c) every edge is part of the
connection between the start and end nodes. We define the avidttme graph as the maximum number of edges
between all ordered bi-partitions of nodes (all nodes of one set are smaller than the nodes of the other set). It can
easily be seen that graphs of widtltan always beoveredby n paths (see illustration in Figufé¢ 1). We call this

the multiple path representatioaf the graph. Additionally, we considerc@mposite path representatioHere, a

single path on the union of all nodes used in the multiple path representation represents the graph. The edges are
labeled by which path was started and ended with the edge (cf. [figure 1).
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Figure 1: Shown are two graphs on ordered vertexes (left: width2; right: width d = 3). The graph can be represented by
a small number of paths covering the full graph. By introducing edge labels one can represent these paths by one path on the
union of the vertexes of the paths.

3.1 Converting between Paths and Graphs

From each grapfi = (V, E), all possible paths in the multiple path representation can be obtained by first
arbitrarily ordering the branches at each vertex, and then performing depth first search. Since there is only one
terminal nodey, and there are no cycles, this results in a finite number of paths from each branch of the depth
first search tree. Observe however, the subtle independence assumption that has been made by this approach. At
each vertex, the choice of the subsequent branch is independent of how we arrived at the vertex in the first place.
The number of independent paths generated is exponential in the branching factor of the graph (i.e. the maximum
number of outgoing edges). However, we can “cover” the graph by using a much smaller number of paths.

Since the vertexes df are ordered, finding the maximum cut that respects the ordering amounts to finding the
maximum number of edges when cutting between all pairs of consecutive vertexes,

d:= ax {(4,k) € Esuchthat <iandk > i+ 1},

Lo

where|S| denotes the number of elements in the$eNote that we also consider the edges which start before

and end aftefi + 1). The width can be computed by increasing a counter for every outgoing edge of each vertex
and decreasing it for every incoming edge. The maximum value attained by this counter is the width of the graph.
For a grapH’, we say that a set of patlig coversI' if each edge ii" has a corresponding edge’h Since the
maximum number of edges at any point on a graph is given by the width, the number of paths we need to cover
the graph is also given by the width. Observe that there can be more than one possible set of paths which cover a
given graph.

Given a set of paths, we can deduce the corresponding graph by taking the union of all the vertexes in the paths.
If an edge between vertex andv; occurs in more than one path, it is merged. In other words, an edge is identified
only by the vertexes that it connects. This merging of edges means that the events before the edge are independent
of the events after the edge. While a graph can be covered by more than one set of paths, as described in the
previous paragraph, each set of pakhlas a unique graph.

Given the multiple path representation it is straightforward to generate the composite path representation by
considering a single path through all nodes used in the multiple path representation and adding labels to the edges
indicating which path uses the connected nodes. One way is to add to each edge the information which path is
started and which is ended (cf. Figlife 1).

3.2 Predictions using the Multiple Path Representation

If we would like to predict a set of paths in order to predict the graph, then we can consider learning a function
f on pathsp. The function should classify paths in the graph as positive and those which are not in the graph as



negative. LetP*(T") be the set ofll paths through the gragh P+ (I") C P*(T) a set of path covering the graph,
andP—(T") the set of invalid paths ol (anything not inP*(I")). Given a set ofV graphsl’y,...,I'y, we first
require that all invalid paths score negative (with margin):

fm) < -1+¢;, for meP (I;)andi=1,..., N, 4)

where theg;’s are slack variables implementing a soft-margin. Note that the number of constraints is exponential
in the number of nodes of the graph. Moreover, we would like to score true paths positive. Here we have two
possibilities: (1) we only force the score of the chosen covering paths to be positive, i.e.

f(m)>1-¢, for mePH(;)andi=1,...,N, (5)
or we require that all valid paths should score positive:
fm)y=>1-¢, for meP*(T;)andi=1,...,N. (6)

For the first case we only have to consider a small number of constraints, while in the latter case we have an a
potentially exponential number of constraints in the number of active nodes.
Let us assume the functighhas parametei®. Then we may solve the following optimization problem:

. 1
min_P(6) + CN Zfi, (1)

subject to constraint§](4) and] (5), or alternativély (4) drid (6), widéiie a regularization parameter airla
regularization term.

As usual we need to use column generation techniques in order to solve the above problem, i.e. we need to find
unsatisfied constraints for a given functign Except for the small number of constraints|if (5), we need to take
a Markov assumption: that the functighcan be written as a sum of terms which only depend on the edges of
the path (or runs of consecutive edges of limited length, for a higher order Markov property). Then we can use
dynamic programming (DP) techniques in order to efficiently compute the maximal or minimal scoring paths to
be added as constraint to the optimization problem.

Finding the worst scoring valid paths for the constraifits (6) can easily be implemented by DP on the given
correct grapi". Finding the best scoring invalid paths (¢f] (4)) can be done by computing tiest pattBand
removing all valid paths. However, if the number of valid paths is large, this technique becomes infeasible. To
solve this problem one can extend the dynamic program to determine only such paths that use at least one edge that
is not in the original graph and therefore is invalid. For example, one approach is to use dynamic programming
with one bit of memory. This can be realized by duplicating each node, where one copy represents state 0 and the
other copy represents state 1. State 0 edges are only connected by edges that are present in the original graph. Any
other edge leads from a state 0 node to a state 1 node. The state 1 nodes are completely connected. Thus, any path
ending in a state 1 node has at least one invalid edge.

A similar strategy can be applied in order to construct a cover of the graph using positively scoring paths, for
instance during testing. Note that the number of paths that score positive can be exponential in the number of
nodes. Here we propose an idea that generates at most a quadratic number of paths covering the graph: We start by
generating the best scoring path. We mark all edges of the patbedand generate in the second iteration a path
that uses at least one edge that was not used before (again, by adding one bit of memory). We continue to generate
paths until the generated paths have a negative score.

3.3 Predictions using the Composite Path Representation

Using the multiple path representation one scores paths independently from each other. The scoring function can
therefore not reward structures involving several parallel edges. Using the composite path representation we try to
solve this problem. We assume that the width of the graph is atdné#tre we determine a functighthat scores
composite paths. L&®*(T") be the set of composite paths of grdpandP_ (T") the set of invalid composite paths.

1This may lead to the problem that all paths that we choose are validsifnot large enough. Hence we may need an
iterative procedure that increadesor this case.



We pick one representative path € P*(T") that should score positive. All invalid composite paths should score
negative. Hence, we would like to determine a functjosuch that

f(ﬂ—'j»)zl_gla for 22177N (8)
fm) < -=1+¢, for meP_ (I';)andi=1,...,N. 9

As before, there are exponentially many negative constraints and we need a method to generate the highest scoring
invalid composite path. Again, if the functioghcan be expressed as a sum of contributions of the edges of the
composite path (also considering the edge labels), then one can employ dynamic programming in order to find the
best scoring composite path. By considering#teest composite paths or by extending the dynamic program one

may filter out all valid composite paths in order to obtain the best scoring invalid path.

4 Graph Learning with Subgraph Features

The second method that we propose first performs predictions on subgraphs of a fixed number of nodes, and then
forms a consensus from the resulting overlapping and possibly inconsistent predictions. It will thereby ensure both
sparsity (in the number of used edges) and the existence of paths through the graph.

Instead of decoding a graph with “hard” edges, Hg; € {0,1}, we relax the edges to be probabilistic, i.e.
A;; € ]0,1]. This way we can make use of continuous optimization techniques to optimize over the adjacency
matrix. To keep the notation simple we will treat the entire mattias variable, although not all its> entries
represent variables but only thén — 1)/2 upper triangular ones.

4.1 Graph Decomposition by Subgraphs

The decoding problem considered here is to find a maximally scoring graph where the scores are computed
by a learned function. We assume that the scores of graphs are given by scores on subgraphs as detailed in the
following. LetS be a set of node sets, i.8.C V, VS € S. It might eg contain all pairs of nodes, i.e. all potential
edges. We assume that for ea€he S we are given a prediction of the subgraph defined by restricting the graph
to S. Such fixed-size subgraphs can be predicted by standard methods, since all features relevant to the subgraph
form a fixed-length vector.

We assume that for eache S we are given scores for all possible subgraph$ oRormally, for each set we
are given a functiorfs : {0,1}5*% — R that assigns a real-valued score to each possible configuration of edges
on the nodes i¥. The functionsfs need to be defined only on upper diagonal (or symmetric) adjacency matrices.
Based on the subgraph scores, a single score can be assigned to every dgragitieanby its adjacency matrix:

FA) = ) fs(Asxs) (10)

Ses

whereAg s is the adjacency matrix of the subgraph given by the restrictios oh S. To be able to work with

relaxed adjacency matrices we extend the definition of the funcfigifand thus also of) to [0, 1]-valued inputs.

We define the score of a relaxed subgraph to be the weighted sum of the scores of the hard subgraphs where the
weights can be seen as probabilities of generating the corresponding hard graphs:

gs(Asxs) = > fs(B) [ A7 - A0 (11)

Be{0,1}5x5 i,jES, i<j

defining0? := 1. Consequently, a high scoring graph will maximize the func§éd) := > o s gs(Asxs).
Note thaty is linear in the path scores.

By employing subgraph predictions, learning can be based on features attached to nodes, (potential) edges, and
pairs or higher-order tuples of nodes and/or edges. Note that we need t& |simite it may otherwise grow
exponentially im. Limiting the size of subgraphs is a meaningful way to impose structure which can be exploited
by a decoding algorithm. In the applications which we consider subgraphs of sizes beyond three appear rather
impractical. Note that subgraphs of size two correspond to individual edges (or their absence).

4.2 Graph Decoding with Subgraph Features

Now it might seem natural to specify the decoding problem simply as the search for a maximally scoring graph
subject to range constrairis< A4;; < 1. However, there are potential problems with this simple approach. In the



applications we consider, a meaningful graph should be connected in the sense that there exist paths from the start
node, 1, to the end node;. Also, edges that do not contribute to any such path are considered spurious. We now
address these issues.

4.2.1 Enforcing Sparsity

In many applications we might want to enforce sparsity; both in the number of used edges and in the total weight
distributed on them. Both can be achieved at the same time by simply addipganstraint, e.g.

ZAU <  maxedges . (12)
i<j
Remember that we do not need to take absolute valugs|, thanks to the positivity constraints. Further, as
a consequence of this sparsity enforcement we may drop the upper bounds on the edges, ie the constraints that
Aij S 1.
4.2.2 Enforcing Path Existence

So far, it is not guaranteed that the solution of the optimization problem will form a connected graph. However,
in real applications it may be required that at least one path exists which connects the firgt tmtles last node,
n. We now introduce a technique to enforce such solutions.

Let the weight of a path be the product of its edge weights. We first note that the sum of the weights of all paths
from 1 to ¢ can be computed in a recursive way by the dynamic program

S1 = 1 5 (13)

i—1
S; = Zwijsj Vi>1. (14)
j=1

Thuss,, is the sum of weights of paths froirto n, and by bounding it away from zero we can ensure the existence
of at least one path fromhto n. In matrix notation, we have = As + e, wheree; is the vector inR"™ that has a

1 at theith component and zeros everywhere else. It immediately followssthate,! (I — A)~'e;. Thus we can

add a constraint of the form

e (I—A)"tey > minpaths (15)

to our optimization problem.

4.2.3 Optimization
The optimization problem resulting from the above considerations can be written as follows:

maxar Y ges9s(Asxs)

s.t. ATJ = exp(Tij) Vi<i< i<n
Z,Kj A;; < mazxedges
e, (I — A)~tey > minpaths

(16)

Here we have replaced the explicit positivity constraints Agy by introducing a new matri¥" and equating

A;; = exp(T;;). This is the first step to transform the constrained problem into an unconstrained one. Secondly,
we remove both sparsity and path existence constraint and instead add a corresponding regularizer to the objective,
thus obtaining

maxar  (Lses 95(Asxs)) = A (Zi<j Aij) +7 (en (I = A)""er) (17)

According to standard optimization theory, any solution for Equafioh (16) can be recovered by Equation (17) with

a corresponding choice of and~. Finally, an unconstrained differentiable minimization problem is obtained by
substituting the equality constraints into the objective. The resulting optimization problem can easily be optimized
by gradient descent methods. The path existence regularizer is in general not positive definite; however, the other
parts of the objective are. This suggests the use of annealing methods for optimization.



4.3 Graph Learning with Subgraph Features

To embed the described decoder into the standard structured output learning framework we have to address two
further issues. First, we need a decoder which produces the two best scoring graphs; in case the best scoring graph
is correct, the second best graph is required for generating a new constraint. Here we can take advantage of the
fact that the decoding optimization is non-convex: we run it several times from different starting points to retrieve
several local optima and simply use the two best of them.

Second, we need to clarify how the subgraph scoring functions can be parameterized such that the parameters
can be learned from the generated constraints. By construction, for any 4itlea objective is linear in the
subgraph scores. Now the subgraph scores just have to be linear functions of any suitable features that can be
defined on subgraphg;will then be linear in these features and thus amenable to optimization in the structured
output learning framework. Of course, in principle also the kernel trick can be applied here.

5 Evaluation

In order to empirically evaluate graph learning, a measure of success is needed. More precisely, we have to assess
the similarity of a predicted graph with the corresponding true graph. Of course, we can easily assess predictions on
the basis of individual edges. However, for our envisioned application to alternative splicing only paths from start
node to end node are relevant. To take this into account we propose to compare two graphs based on the number of
paths that they share or do not share. Formally, we count the paths incident to both graphs (true positives, TP), the
paths incident to the predicted graph but not to the true graph (false positives, FP), and vice versa (false negatives,
FN).

Since the number of paths incident to a graph is potentially exponential in the nunatberodes, we need an
efficient way to count paths. We will make use of the fact that both the true graph and the predicted graph are
defined on the same set of nodes (since this is assumed to be known in advance). Given the adjacency matrices
A of the true graph and of the prediction, we employ the following dynamic program (witf} denoting the
indicator function):

i—1

TP, = > T{A;=1AB;=1}TP (18)
j=1
i—1

FP, = > 1{A;=0AB;=1}(TP;+FP) (19)
j=1
i—1

FN; = Y I{A;; =1AB;;=0}(TP;+FN;) (20)
j=1

with the initializationTP; = 1, FP, = FN; = 0. It makes use of the directed structure of the graphs to
recursively compute the counts of partial paths up to a given nbdsed on shorter paths.

Finally, we use the path counts to calculate two well-known figures of me#tision := TP/(T P+ FP) and
recall := TP/(TP + FN). We prefer not to use the number of paths not incident to either graph (true negatives,
TN) although it can also be efficiently calculated. The reason is that this figure depends on the number of nodes,
which might themselves be subject to prediction. In particular, in gene prediction, the potential splice sites have to
be identified before putative splice forms can be predicted. It might not be meaningful to consider candidate splice
sites which turn out not to be used in the true splice forms as nodes; however, they would dramatically increase the
number of possible paths.

6 Discussion

We presented three algorithms for decoding a graph with strictly forward pointing edges given the ordered set of
nodes. This problem setting naturally arises for instance in the task of predicting alternative splice forms of genes.
Of the three algorithms, the prediction of multiple paths seems to match the application best, since each path
corresponds to one splice form. However, for blind predictions we might run into severe problems: if there exists
an exponential number of positive paths it becomes intractable to extract them all. We now discuss the advantages
and disadvantages of the three proposed approaches in terms of computational complexity and modelling power.



While the multiple path model can in principle describe sets of paths that cannot be generated by any single
graph, at also has modelling limitations: it consideres each path individually, and cannot explicity model depen-
dencies between different paths, as the other two approaches do. The composite path approach trades the possibility
for higher-order Markov dependencies in terms of preceding edges against modeling dependencies between con-
current paths. The subgraph-based approach can take into account dependencies of both types to an arbitrarily
bounded degree.

All proposed methods inevitably show a scaling behavior that is exponential in the size of the considered fea-
tures. For the multiple path representation, the DP complexity growsafithered is the order of the Markov
assumption. For the composite path, there is the same growth of complexity in the maximal widtie consid-
ered graphs. Finally, the number of subgraph features also grows exponentially in their size.

There are two problems that are specific to the subgraph-based approach. First, in general there is no guarantee
that all edges with positive weight are part of a path from atart node to end node. However, with appropriate
settings of the parameteksand- it should always be possible to find such a valid solution. The second problem
is that the decoding is only approximate: due to the non-convexjty]of 17 we may only obtain suboptimal solutions.
The loss of the possibility to find optima by DP is clearly caused by moving from a set of “sequential” graphs
(eg, with limited width) to the full set of graphs. However, as is argued_in [10], possibly suboptimal decoding
may be interlaced with learning to potentially speed up the learning dramatically with only minor loss in accuracy.
Exploring this approach for graph prediction remains for future research.
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