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1 Introduction

To estimate the whole aspects of metabolic activity of a biological species, the first step is to re-
construct all the possible metabolic pathways from the enzymes coded by the genes on the genome.
For the basic metabolites that are common products in various organisms, pathways for their mutual
chemical conversion are well studied and have been collected as the PATHWAY and REACTION
databases in Kyoto Encyclopedia of Genes and Genomes (KEGG) [2, 3]. On the other, those remain
unknown for the secondary metabolites that are synthesized from basic metabolites via species specific
pathways. Prediction of biosynthesis pathways for them might not only reveal the enzymes catalyz-
ing the reactions and the metabolic intermediates, but also be applicable to design novel bioactive
compounds through gene engineering of microorganisms.

Pathcomp developed and implemented on KEGG by Goto [2, 6] is the system that is now available
for practical use of searching pathways. In their system, every pair of two metabolites that are mutually
converted by one enzymatic reaction is extracted as a binary relation and registered in the REACTION
database. When two compounds that are mutually converted via unknown pathway are given, it
generates all possible pathways by connecting binary relations available. Their system, however, is
not applicable to most secondary metabolites because starting basic metabolites are unknown. This
is the reason why we develop another system that searches both the pathway and the starting basic
metabolite for a given secondary metabolite.

2 Concept of System

Two procedures must be included in the system. The one is to list all the possible reaction sites
in the chemical structure of a given compound. Reaction sites are usually on the functional groups,
heteroatoms, and chemical bonds connecting them. The other is to rank the relative reactivity for the
reaction sites listed. In this procedure, knowledge of metabolic reactions evaluates the reactivity at
each site by comparing the structure of the given compound with the substrate specificity of enzymes.
For this purpose, knowledge database is designed to analyze and to accumulate the reaction rules on
the substrate specificity and reaction type for well-characterized enzyme reactions.

In the field of organic synthesis, a method of neural network developed by Kohonen [5] has been
successfully applied for learning the reaction rules of various organic reactions [7]. This method has
never been applied to enzyme catalyzed reactions.

In the present study, we apply Kohonen self-organizing network simulator TUT-SOM [1], which is
originally devised for data classification of organic reactions, to enzyme catalyzed reactions. Learning
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in TUT-SOM repeats the following three steps; selection of a reference vector from a set of input
vectors, matching of weight vectors to input vectors, and modification of weight vectors. TUT-SOM
also supports counterpropagation method developed by Hecht-Nielsen [4].

3 Results and Discussions

In the application of Kohonen self-organizing network to the enzyme catalyzed reactions, the following
problems are revealed.

(1) In organic synthetic reactions, two reactants locally interact with each other only at their
reaction sites. Input parameters are quantitative physicochemical parameters such as electron density,
ionization potential, and electron affinity of the reaction sites of reactants and products. In enzyme
catalyzed reactions, two reactants first form a complex with enzyme molecule, then they interact
with each other. Critical step is the complex formation, in which the enzyme strictly recognizes the
whole structures of the reactants. Input parameters must include global structural features of the
reactant molecules as well as local ones near the reaction sites. It is difficult to find proper parameters
describing the global structural features.

(2) To extract reaction rules for one enzyme reaction, data should be collected for the reactions with
the same enzyme and more substrates with different structures than the number of input parameters.
In the databases, only limited number of data are collected for each enzyme; reactions for one or two
different substrate analogues because of strict substrate specificity. This makes it difficult to extract
reaction rules.
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