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Abstract
Data integration of geographically dispersed, heterogeneous, complex biological databases is a key research area. One of the key features of a successful data integration system is to have a simple self-describing
data exchange format. However, many of the biological databases provide data in ﬂat ﬁles which are poor
data exchange formats. Fortunately, XML can be viewed as a powerful data model and better data exchange
format. In this paper, we present the Bio2X system that transforms ﬂat ﬁle data into highly hierarchical
XML data using rule-based machine learning technique. Bio2X has been fully implemented using Java. Our
experiments to transform real world biological data demonstrate the eﬀectiveness of the Bio2X approach.
 2004 Elsevier B.V. All rights reserved.
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1. Introduction
Technological advances in high throughput screening coupled with the genomic revolution
resulted in a large amount of life science data. These data, which lie at the foundation of
hypothesis development and experiment validation, are highly evolving, heterogeneous, semistructured and not consistently represented. They are often stored in geographically distributed
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databases. These databases hold information that is critical to biomedical and life science
researchers. In fact, it is realized that these data sources can be used in combination to answer
queries that cannot be answered by any single data source. Thus a general data integration system
that can handle heterogeneous, complex, and geographically dispersed biological data sources is a
key area of research in bioinformatics.
As observed in [13], the main features of such data integration system are: data models that
support nesting of structures, simple self-describing data exchange formats, thin wrappers, highlevel query languages, good query optimizers, host language interfaces, and backend stores that
support nesting of structures. Typically, the aspects of a self-describing data exchange format are:
‘‘lexical’’––how to parse? ‘‘logical’’––what is the structure? and ‘‘semantics’’––what is the meaning? The lexical and logical layers are the important aspects of an exchange format. The better
they are designed, the easier it is to exchange information. The semantics layer is not needed to
accomplish the exchange of data between two systems [13]. In this paper, we focus our attention
on the issue of self-describing data exchange formats.
1.1. Motivation
Most of the data provided by the online biological databases are semi-structured ﬂat ﬁles by
default. Moreover, each biological database has diﬀerent format. Unfortunately, these ﬂat ﬁles
can be considered as poor data exchange format [13]. The EMBL data ﬁle in Fig. 1(a) is an
example of such poor format. Some of the major problems of using such ﬁle format are as follows:
• SRS [8] is arguably the most widely used database query and navigation system for the Life Science community. In SRS, the data sources are generally required to be available as ﬂat ﬁles and
description of the source or schema must be available as Icarus script. Suppose a user wants to

Fig. 1. EMBL data and Bio2X. (a) EMBL screenshot and (b) architecture of Bio2X.
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specify a query that ﬁnds all the EMBL entries from the division invertebrates having sequences
with length greater than 300 and that have a direct link to enzymes characterized in the E N Z Y M E
database. It is diﬃcult to execute such queries as SRS has limited data joining capabilities over
ﬂat ﬁles. In fact, many complex queries is almost impossible to formulate in SRS eﬃciently [17].
• Consider the above query again. Suppose the query results must return the EMBL accession
numbers, descriptions and the nucleotide sequences. However, due to very diﬀerent data format
of each biological source, it is not easy to collect such relevant information from diﬀerent online
biological databases (EMBL and Enzyme) and restructure them into a single structured ﬁle.
• It is also important to be able to conveniently warehouse the data locally [17]. A commercial
relational database system is an attractive option for warehousing very large amount of data
due its simplicity, scalability, stability and expressiveness. However, transforming ﬂat ﬁles directly to relational database system forces us to unnaturally and unnecessarily fragment our
data in order to ﬁt our data into the third normal form [17], which increases the cost of certain
queries signiﬁcantly due to the large number of joins.
• It is of immense importance in bioinformatics to have the ability to use the results of some analysis as the basis for conducting further downstream analysis (e.g. identifying new genes) in a
manageable, eﬃcient way. However, with the diverse range of data formats and diﬀerent computer platforms, it has become an increasingly daunting task to work with diﬀerent analysis
tools. Researchers wishing to perform multiple-pass analysis of data, by feeding results
of one program to another, encounter the problem of changing data from one format to another.
1.2. XML as data exchange format
XML, on the other hand, allows for a hierarchical nesting of tags and the set of tags can be
deﬁned ﬂexibly. XML is self-describing (describes the data itself) and the logical and lexical layers
are separated so that a generic parser can be used for any data laid out in this exchange format. The
logical layer conforms to the nested structure of biological data also. Thus, XML can be viewed as
a powerful data model and better exchange format compared to ﬂat ﬁles, providing directly for two
of the important ingredients of a general data integration solution in bioinformatics [17]. Consequently, the limitations discussed in Section 1.1 can be addressed due to the following reasons.
• First, a set of XML documents can be regarded as a database and can be directly processed by
a database application or queried via powerful XML query languages. This provides the means
for querying across multiple data sources, ﬁltering the documents based upon the contents, and
restructuring the results into a more suitable form for subsequent analysis steps.
• Second, recent research [16] demonstrates that it is indeed possible to use standard commercial
relational database systems to store, index and evaluate powerful queries over XML documents. This means that all of the power of relational database systems can be brought to bear
upon to process queries in the local warehouse eﬃciently.
• Third, XML may be used to resolve the problem of multipass analysis by providing one consistent format for wide variety of tools and databases.
• Finally, genomic data are increasingly being provided in XML format. New bioinformatics
applications also increasingly take XML as input, making it essential that existing non-XML
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data be easily converted to XML. For instance, PIR, Entrez are already becoming XML compatible [1]. Several public domain and proprietary XML databanks such as the INTERPRO
databank are already in existence.
Hence, it is crucial to use wrapper technology to extract the relevant information from ﬂat ﬁles
and translate it into XML which can be easily queried or further processed. In this paper, we
present the design and implementation of Bio2X that converts ﬂat ﬁles into highly hierarchical
XML form based on extraction rules.
1.3. Overview of Bio2X
Fig. 1(b) depicts the architecture of Bio2X. Bio2X currently converts ﬂat ﬁle data from GenBank, EMBL, Swiss-Prot, and PDB into XML data. Because of the disparities of the ﬁle structures of diﬀerent biological databases, we deﬁne a diﬀerent set of rules for each database.
However, the rule bases are designed in a consistent manner so that a single transformer is sufﬁcient to parse any data ﬁle from any database. The transformer will choose a suitable rule base
for parsing the input ﬂat ﬁle based on its origin database and generate the XML data ﬁle. The rule
base exploits the hierarchical structure of the source to constrain the data extraction problem. It
allows for extraction of target patterns based on surrounding landmarks, line types and other
lexical patterns in ﬂat ﬁles. It also allows for more advanced features such as disjunctive pattern
deﬁnitions. Finally, it involves machine-learning techniques to reﬁne the rules in order to improve
the accuracy of the transformation. A working prototype of Bio2X has been implemented using
Java. Preliminary results on representative ﬂat ﬁles using the current Bio2X prototype show a
good performance (see Section 5).
The rest of the paper is organized as follows: Section 2 describes the structure of biological
data. Section 3 discusses the design of extraction rules. In Section 4, we illustrates the rule
induction system. Section 5 presents some experimental results of Bio2X. We discuss related
approaches in Section 6. Finally, the last section highlight future research directions.
2. Structure of biological data
Most of the data provided by the online biological databases are ﬂat ﬁles by default. As each
database has diﬀerent format, we use EMBL nucleotide sequence database as our running
example to highlight the semi-structured nature of biological data. The EMBL Nucleotide Sequence Database constitutes Europe’s primary nucleotide sequence resource. Main sources for
DNA and RNA sequences are direct submissions from individual researchers, genome sequencing
projects and patent applications. Fig. 1 shows a partial view of a sample entry from the E M B L
database (due to space constraints we only present a partial view of the data).
Observe that each entry in the data ﬁle is composed of lines. The general structure of a line in
EMBL is given in Fig. 2. Each line in the data ﬁle is deﬁned by a line code and a value. A line code
represents the type of information (line type) speciﬁed in the line. The line types, along with their
respective line codes, are listed in Fig. 3. Note that some entries do not contain all of the line
types, and some line types occur many times in a single entry.
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Fig. 2. Structure of a line.

Fig. 3. Line types and their codes.

Let us now deﬁne a few terms for our exposition. Each line type in an entry is called a bioattribute. Each bio-attribute may have a string value which may be empty. For example in the
third line of Fig. 1, AC is a bio-attribute and AC128050 is the corresponding value. Hence, an
entry can be considered as a list of bio-attribute–value pairs. Each such pair is collectively called
as bio-element.
The bio-elements in the ﬂat ﬁle can also be classiﬁed into the following three types based on the
diﬀerent logical structure of the values of bio-attributes:
• Fixed format bio-elements: Sequence data (SQ) and feature table (FT) lines have ﬁxed format.
The sequence data is written 60 bases per line, in groups of 10 bases separated by a blank character, beginning in position 6 of the line. The feature table contains information about genes
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Fig. 4. A sample comment section.

and gene products, as well as regions of biological signiﬁcance reported in the sequence. Each
feature consists of a descriptor line containing a feature key and a location. One or more lines
containing feature qualiﬁers may follow the descriptor line. The feature qualiﬁer always starts
with a ‘/’ mark, and its value is stated after an equal sign.
• Standard pattern bio-elements: Elements such as keywords (KW), reference authors (RA) do not
have a ﬁxed format. However, they may contain some standard lexical patterns in terms of position of items on a line, and the delimiters of a value list, etc. For example, the keywords (KW)
of an entry may span multiple lines. More than one keyword may be listed on each KW line;
the keywords are separated by semicolons, and the last keyword is followed by a period. For
example, in Fig. 1, KW HTG; HTGS _PHASE1. Note that such regulated format makes it easy
to extract each keyword out of the keywords collection based on the separator ‘;’. (Discussed in
Section 3.)
• Free-text bio-elements: Values of some bio-attributes are highly unstructured. For example,
consider the comment (CC) bio-element in Fig. 4. It can be observed that this comment segment
is actually composed of several types of information such as contact, telephone number, email,
fax number, plate etc. There is also a segment of miscellaneous information highlighted in bold
in Fig. 4. It is desired to extract those information from the comment bio-element to form separate hierarchical XML elements in the transformed XML. Observe that several parts in Fig. 4
consist of a title and a value, which are separated by a colon. For example, Email is the title
having value equal to dsanchez@iib.unsam.edu.ar. Such observations can be used as a rule
to isolate and extract information. However, note that there is no general rule for extraction
from all such data entries. This is because: (1) The title does not always start from the beginning. (2) The title and its value are not always separated by a colon. (3) Some colon may be part
of a string instead of acting as a separator, such as the colon in the URL (http://www.phrap.
org) in Fig. 4. (4) It is diﬃcult to determine terminating point of value data corresponding to a
title. (5) Some information may not have a title as shown in bold in Fig. 4. It is interesting to
note that all the potential problems associate with free-text elements and solutions cannot be
fully foreseen. So, it is desired to have an intelligent rule system that can be dynamic and reﬁned
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automatically to improve the accuracy of conversion of ﬂat ﬁles to XML documents. We discuss how we achieve this in detail in the subsequent sections.
3. Design of extraction rules
Recall that a ﬂat ﬁle can be considered as a list of bio-attribute–value pairs, and values of many
bio-attributes in most of the biological databases are not atomic and can be broken down further
into subattribute–value pairs. Consequently, it would be desirable to represent such subattributes
as hierarchical structures in the XML, rather than putting an entire bio-element as a child element
of the root. For example, the dates bio-attribute in Fig. 1 has two types of dates (creation date and
last updated date) stored in its value. Furthermore, the release and version numbers of the entry
are also encoded in the value of the date. Consequently, Bio2X should be able to extract various
information and represent them appropriately in the transformed XML document.
This is a challenging task as the values in the ﬂat ﬁles can be highly semi-structured or
unstructured as discussed in Section 2. Consequently, automatic extraction of subattribute–value
pairs from these unstructured components of the ﬂat ﬁles is a non-trivial problem. In this section,
we address this issue in detail.
3.1. Overview
Our approach exploits the hierarchical structure of the source to constrain the data extraction
problem. More precisely, based on the structure of biological data in the ﬂat ﬁles, we automatically
decompose one diﬃcult problem (extract all bio-attributes of interest) into a series of simpler ones.
For instance, instead of using one complex rule that extracts all reference titles from an entry, we
take a hierarchical approach. First, we apply a rule that creates necessary tags for representing
multiple reference elements in the transformed XML. Second, we use a rule that extracts the list of
references; then we use another rule to break the list into items that correspond to individual references; ﬁnally, from each such item we extract the reference title of the corresponding reference
information and create necessary elements/attributes in the XML document to store the information. We now discuss these steps in detail. First, we discuss how to create the children of the root
element of XML tree (ﬁrst step) by examining the line types. Then, we present how to further extract
hierarchical structure from the values of the bio-elements in the ﬂat ﬁle (second and third steps).
3.2. Extracting children of the root
For simplicity of illustration, assume that the EMBL data ﬁle is composed of three line types:
dates (DT), references (RX), and comments (CC). We ﬁrst deﬁne a set of rules (Fig. 5) to isolate
each of the three bio-elements and form the children of the root node in the XML tree. Further
extraction of data information is localized within each segment in order to reduce the complexity
of locating the data. The rules for further extraction are incorporated into the basic rule set, which
will be discussed in the following section.
The extraction rules are formulated in XML format. The justiﬁcation for using XML format is
two folded: ﬁrst, it exhibits a consistent tree structure with the XML data ﬁle to be generated. The
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Fig. 5. Rules for formulating the ﬁrst level elements.

parent–child relationship is represented by the markup rule elements. Second, the rule can be
easily loaded into a tree structure by a DOM parser. So, it is easier for a transformer to get the
rule information rather than reading from a ﬂat ﬁle. Let us now elaborate on the key markups in
Fig. 5.
The root element entry has four child nodes: one attr and three element nodes. The XML
element attr is used to describe the attribute of the root node. The element node represents the
child of the root entry in the transformed XML. They may also contain their child element
markups recursively to form a multi-level tree structure. The markup tag indicates the line code to
be detected in the ﬂat ﬁle and the markup name speciﬁes the name to be used for the XML element
in the transformed XML document for the corresponding bio-element. The attribute multiple has
a boolean value and is used to specify whether the element can occur multiple times in the XML
document. For example, consider the reference data (RN) in Fig. 1. Biological data may have
several references, and each reference data is identiﬁed by a new RN line. So, the rules for
extracting reference data is formed by: ﬁrst, specify an element called references without any tag
information in order to encapsulate all reference elements. Second, locate an element reference by
detecting the line code RN. The attribute multiple is set to ‘T’ which means that multiple
occurrences of RN are possible. The same set of rules will be applied to all occurrences of reference elements.
After wrapping with the basic rules listed in Fig. 5, the ﬂat ﬁle is transformed into an hierarchical XML structure shown in Fig. 6. Next, we restrict the scope of data extraction within each
element in the XML document.
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Fig. 6. The XML structure after segmentation.

3.3. Extracting hierarchical structure from values
Consider the simplest example of extracting data from dates (DT) in Fig. 1. The XML version is
shown in Fig. 7. The rules for performing this transformation are listed in Fig. 8, in which the
rules for extracting the last-updated information are omitted to simplify visualization. Note that
the dates element in Fig. 5 has been expanded to incorporate these rules. As the values of dates
bio-element contain two types of dates: creation and last_updated, two corresponding XML elements exist as well in the transformed XML, which are composed of attribute values. The name of
an attribute is speciﬁed by the name markup. Its value is located with the rules speciﬁed under loc
markup (Fig. 8).
The loc element precisely deﬁnes how to locate the information within the bio-element. For any
given item to be extracted, one needs an extraction rule to locate both the beginning and end of
the item. Since, in our framework, each value in a bio-element consists of a sequence of tokens
(words, punctuation, etc.), this is equivalent to ﬁnding the token appearing just before the item
and the token appearing immediately after the item (these tokens are called landmarks). In this
example, to extract the creation date, the starting landmark is empty (Æstart/æ), meaning that
the value starts from the beginning of dates element. The end landmark is ‘(’, meaning that the
date item should extend until a token ‘(’ is met. Similar technique is used in other loc elements.
Note that it is not always judicious to use such landmarks for any biological data extraction.
For example, consider the extraction of keywords from a keyword list: KW 28S ribosomal RNA;
28S rRNA gene. Since the number of keywords appearing in a data ﬁle varies, it is not possible to
specify the starting and ending landmarks for each keyword to be extracted. The simplest way of

Fig. 7. Transformed XML fragment.
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Fig. 8. Rules for extracting data from dates.

overcoming this is to use the special token ‘;’ as a separator for tokenizing the keyword list. This
rule is speciﬁed in Fig. 9.
Hence, it is necessary to distinguish between the diﬀerent types of data extraction. In our approach we use an attribute ﬁeld called type in loc element to distinguish the diﬀerent ways of
extracting data. This is very ﬂexible as any number of new types can be added in order to extract
any type of data. A summary of some major types in Bio2X is shown in Fig. 10.
Besides the simple utilization of landmarks with diﬀerent types involved, some more complex
constructs are also needed for data extraction. These extensions are introduced in order to use

Fig. 9. Rules for extracting keywords.
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Fig. 10. Summary of major types of loc element.

Fig. 11. RX data and transformed XML fragment.

minimal number of rules to express all the necessary lexical patterns appearing in biological data.
For example, consider the RX data and its transformed XML version in Fig. 11. The key rule here
is that every line of RX data is to be segmented into an individual item. Then, further extraction of
db name and id number is restricted within the local scope of each line. This is accomplished by
rule markups list and separator. Diﬀerent separator values can be used to segment a whole element into numerous parts, and each part will be treated individually to extract data from within.
This provides a hierarchical approach for extracting data from the current scope only. Fig. 12
depicts an example of such rules.
3.4. Disjunctive rules
Another key feature of our extraction rules is that it allows the use of disjunctions by using the
markup choice in the rule deﬁnition. It enables multiple rules to be speciﬁed for extracting the
same data, and enforces an either–or relationship between the rules. This is useful when a single
rule is not capable of extracting relevant data from all the possible cases. For example, in the case
of extracting data from organism_species (OS), the OS line may appear in two formats: OS
scientific name (name) or OS scientific name. In Fig. 1 OS follows the former format.
In order to extract the scientiﬁc name (Raitus norvegicus in Fig. 1) out of OS line, a rule
needs to state the start and end tokens for it. The start token is obviously empty since the name
follows OS tag immediately. However, the end token may be a special character ‘(’ or end of line.
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Fig. 12. Rules for extracting data from RX.

Applying a disjunctive rule set is a straightforward process: the transformer successively applies
each disjunctive rule in the list until it ﬁnds the ﬁrst one that extracts some data. The transformer
does not measure the correctness of the data extracted, so the order of the two rules is signiﬁcant.
In this case, the ﬁrst rule with end token ‘(’ has to be in front, because if the second rule is put in
front, the transformer will always terminate after applying it without considering the other rules.
The rule set for the above example is shown in Fig. 13. Note that the rules are not ordered
arbitrarily. The most restricted rule should appear ﬁrst, which means that the rule with fewer
chances of extracting data should be parsed ﬁrst in order to extract data from the relatively special
cases. This also promotes the consideration for perfect disjunction, which means that the rule in
the disjunctive list should either produce no data or the data extracted should be correct. These
issues will be discussed further in the next section.
Our rule grammar is universal to all four biological databases (EMBL, Genbank, Swiss-Prot
and PDB) we have explored with. With diﬀerent combination and values of the rule elements,
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Fig. 13. Rules for extracting data from OS.

precise rule bases can be developed for each database. Next, a discussion of how to generate the
rules is presented.

4. Rule induction system
Recall that the bio-attributes can be classiﬁed into three types based on the logical structure:
ﬁxed format, standard pattern, and free-text bio-elements. The rules of extracting data from ﬁxed
format or standard pattern bio-elements can be predeﬁned based on the lexical patterns of the
biological data ﬁles, such as the segmentation based on the line code, and extraction of keywords
from keyword collections, etc. These rules guarantee the correctness of extraction as long as the
formats of the biological databases do not change. However, the free-text bio-elements have very
loose structure so that it is impossible to predeﬁne a set of rules that works for all data ﬁles, such
as the comment data.
4.1. Algorithm learnrule
A rule induction system that learns the extraction rules based on training data is designed to
extract data from free-text element. A rule set is ﬁrst deﬁned by the user for data extraction. It is
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capable of extracting all the regular data based on the known lexical patterns. Then it is extended
with a greedy-covering procedure [4]:
• The transformer takes the input data and converts it into XML based on the existing rules.
• The system veriﬁes the XML ﬁle generated by comparing it with a correct XML ﬁle in the training set.
• If they are identical, then the training program continues for next data. Otherwise, the rules are
reﬁned to cover the training data.
• The above steps are repeated until all training data has correctly been transformed.
The rule set is reﬁned by adding a new rule with a set of new landmarks whenever necessary.
The new tokens are selected based on the following heuristics:
•
•
•
•

The tokens nearest to the desired data are attempted as landmarks ﬁrst.
The punctuation symbols and special characters are chosen as the landmarks ﬁrst.
Spaces are treated as delimiters when trying to use words as landmarks.
Combinations of punctuation and words are also tried. But the number of words and distance
of punctuation are limited because of the semantic feature of English text and performance
issue.

A rule needs to have the following two properties: ﬁrst, it produces the correct extraction result
if some data is extracted based on it. Second, it fails to extract any data on all other data ﬁles.
However, this is diﬃcult to achieve. A rule may produce correct results on some data ﬁles while
producing wrong results on other data ﬁles. There may also be no ways of reﬁning the rule any
further. Hence, the solution is to order the rules to ensure the correctness of wrapping when
applying the rules sequentially. The heuristics for ordering are listed with highest priority ﬁrst [15]:
(1) The rule with fewer early and late matches (i.e., mismatches) should appear earlier. (2) The rule
with more correct matches is preferred to the other ones. (3) The rule with fewer tokens should
appear earlier. The outline of the rule induction algorithm is shown in Figs. 14 and 15. However,
the ordered rule set still does not guarantee the correctness of data extraction for the entire
database. Although the newly generated rule will cover at least one example, yet it may produce
erroneous result on some other data ﬁles. The performance will mainly depend on the selection of
the training data.
Because of the advantages and limitations of rule-induction, our system employs rule-induction
for data extraction from comment data mainly, which we believe is the major free-style text
segment in biological databases. However, such learning technique can be easily extended to other
bio-elements if there is any change in format in the future.
4.2. A case study
Let us now consider an example of rule induction for extracting relevant pieces of data from the
comment fragment. Reconsider the comment fragment in Fig. 4. One can observe that the comment
data is composed of a list of title-value pairs, in which colons separate the title and value, such as
the contact information, telephone number, etc. There is also a segment of data (highlighted in bold
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Fig. 14. Algorithm LearnRule.

Fig. 15. Algorithm Reﬁne.

in Fig. 4) with only value but no title. Hence, the major task in data extraction is to partition the
data into title–value pairs (title may be empty).
First, consider the simplest case of extracting data related to contact information, telephone
number and fax number. Because of the common pattern of ‘‘title:value’’, a colon is used as the
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Fig. 16. Erroneous comment transformation.

separator to partition the comment data. Once a colon is detected, the basic rule is to extract the
segment from the start of the line containing the colon until the start position of the next segment.
The tokens before the colon in the current segment are the titles, and the tokens after the colon
sign are the values of the titles.
However, when the above rule is applied to extract the email information, an error will occur as
shown in Fig. 16. The information in bold is erroneously divided into two parts. This occurs
because the colon appearing in the web address (http://www.phrap.org) is mistakenly treated as a
separator. If the colon in the web address is simply ignored, then the XML fragment generated
will be as depicted in Fig. 17. This is due to the fact that the item next to email address does not
contain a colon separator to indicate the existence of a new segment. As a result, the email
segment will continue to extend until the starting of next recognizable segment (Plate). The rule
induction system will detect these errors by comparing the result with a correct XML ﬁle. It reﬁnes
the rule set by creating some new rules as shown in Fig. 18. The tokens are selected based on the
heuristic that uses words as landmarks as there is no punctuation or special character before the
colon. Consequently, the following new grammars are added into the rule base to facilitate
the data extraction:
• comment_pattern: Records the data title and the end token for this segment. In this case, the
title is Email, and the end token is system line separator. It also indicates that the next information following the current one has no information title. So, the next element will be extracted
by getting the list of tokens following the current segment but before the next-next segment.

Fig. 17. Erroneous comment transformation.
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Fig. 18. Rules for comment extraction.

• ignore: Indicates that any colon following the element will not be treated as a segment separator. In this case, a colon following http is part of web address, so it is ignored.
Finally, consider the transformation of the last line in Fig. 4. The XML generated should have
the following three elements: plate, row and column. However, using the existing rules, the XML
data will be as follows: <information title ¼ ‘‘Plate’’> 01 row:a column:3 </
information>. This is because there is no match with any element under <comment_pattern> and <ignore>. So, the transformer will not apply special techniques required
by these two patterns. As a result, the transformer will apply the basic rules for extraction.
The rule induction system is responsible to handle the above problem. It discovers that two
more elements are actually present (row and column). Hence, it adds the rules for specifying the
titles as depicted in Fig. 18 using comment_tag. The new rule markup comment_tag is used to
record the special comment titles that have to be located by string matching. In this case, after
inserting the above rules, the transformer will generate correct results. In other situations, the
whole induction process will be repeated again until the correct result is obtained. Fig. 19 shows
the ﬁnal transformed XML fragment of the comment segment in Fig. 4.
From our experience with various test data in the four databases, it is found out that these extra
three markups for rules (<comment_pattern>, <comment_tag>, and <ignore>) are sufﬁcient to segment the comment data. They have higher priority than the basic separator colon, so
the special cases are handled ﬁrst to enhance the accuracy of transformation.
5. Experimental results
We have implemented Bio2X in Java using J2SDK 1.4.0. Fig. 20 shows the screenshot of the
transformed XML of the data in Fig. 1. Our transformer chooses a suitable rule base for the input
ﬂat ﬁle based on its origin database. Next, we parse the XML rule bases into a DOM tree. The
tree nodes are then traversed in a top-down approach and the rule elements are parsed to derive
the target and extraction method. The ﬂat ﬁle is read sequentially at the same time for extracting
data based on the information derived from the corresponding rule elements. The DOM tree and
ﬂat ﬁle are traversed only once without duplicate processing so the time complexity of translation
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Fig. 19. Comment transformation.

Fig. 20. Experimental results. (a) A partial snapshot of transformed XML. (b) Correctness vs. size of training set.

is proportional to the ﬁle size only. To evaluate the performance of Bio2X, we collected 100 ﬂat
ﬁles from each of the four databases (EMBL, GenBank, Swiss-Prot, PDB). We ran the experiments on a Pentium III 900 MHz PC with 256 MB RAM under MS Windows 2000 Professional.
We carried out three sets of experiments.
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The ﬁrst set of experiments demonstrates the eﬀectiveness of Bio2X in the transformation
process. We measure the accuracy rate of transformation. A pool of examples of each biological
database is provided to the system for testing. The transformer translates each ﬂat ﬁle into XML
format and examines the correctness of data extraction. If any inconsistency occurs then both the
generated XML ﬁle and the desired XML information are passed as training data to the rule
induction system to reﬁne the rule base. The criticality of the examples hence determines the
eﬀectiveness of transformation. Therefore, instead of random examples, the system is provided
with carefully selected examples, which are highly informative and illustrate exceptional cases. To
select the informative examples, we ﬁrst download tens of thousands ﬂat ﬁles from a biological
database’s FTP server. It is observed that the biological entries are submitted by several institutes
only, and each institute normally arranges the information in a constant style even for the freetext bio-elements. Hence, we choose several ﬂat ﬁles from each institute as representatives to
preserve the variety of ﬁle formats and reduce the pool size of examples as well. In our experiment,
100 testing cases are selected for each biological database, and each testing case exhibits some
unique feature from others. The accuracy rate over the testing cases is gradually improved along
with rule induction from the training data. As the size of training data set increases, the correctness of transformation also increase until it reaches 100% accuracy, as shown in Fig. 20(b).
Observe that Swiss-Prot achieves 100% accuracy by just using one ﬁle as training data. This is
because the structure of Swiss-Prot is very regular. Consequently, its rule base can be completely
predeﬁned without any needs for rule reﬁnement. The remaining three databases has varying
degree of initial accuracy (75–81%) based on the predeﬁned rule base. Observe that GenBank,
EMBL and PDB takes 12, 9 and 5 data ﬁles respectively to achieve 100% accuracy by reﬁning the
rule set using rule induction process.
Note that the accuracy rate may drop when a larger set of testing cases are executed, since there
may be some special cases that have not been covered by an extraction rule. When the special case
is encountered, the rule induction system can learn a new rule from it to restore the accuracy rate
again. As a result, the number of training documents will be incremented to achieve the full
correctness, and the time taken for rule induction will be longer.
The second set of experiments investigates the time spent on rule induction process as shown in
Fig. 21(a). Again, due to the regularity in structure of Swiss-Prot data, time taken for training is
zero. The training for PDB takes longer time since its ﬁle size is much larger than that of GenBank
and EMBL.
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Fig. 21. Experimental results. (a) Learning time vs. correctness. (b) Time for XML transformation.
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The third experiment illustrates the time taken to transform to XML by as the size of the ﬂat ﬁles
in diﬀerent databases increases (Fig. 21(b)). We only illustrate EMBL and PDB as the time taken
by all the four databases are almost identical when the ﬁle size is equal. It is evident from Fig. 21(b)
that the time required for XML transformation is proportional to the size of the document.

6. Related work
Our proposed biological data transformation system is largely inﬂuence by several recent
technologies by three research communities. The bioinformatics community has looked at developing good data exchange formats for representing biological data in ﬂat ﬁles that would facilitate
integration of biological data sources. The database community has focused on transforming
relational and HTML data to XML since the inception of XML. Finally, the machine learning
community has carried out research on learning extraction rules which occurred in mainly two
contexts: creating wrappers for information agents and developing general purpose information
extraction systems for natural language text. We review some of these technologies here.
Several systems have been designed for domain speciﬁc integration and warehousing of biological data [17]. However, to the best of our knowledge, none of these system transform ﬂat ﬁles
to XML using machine learning techniques. IBM’s Discovery Link [10] is an SQL-based heterogeneous database integration system. It has most of the components required for data integration
solutions, but they come in the wrong ﬂavor [17]. They transform ﬂat ﬁle data to the ﬂat relational
model directly instead of nested structure like XML. That is, they do not store nested objects in
natural way. By doing so it becomes impotence in the biomedical data integration arena [17].
OPM [5] is a well designed system for the purpose of biomedical data integration, except for (1) a
problem in performance due to data fragmentation as it unwisely maps all data to the third
normal form, and (2) the lack of a simple data exchange format as they do not transform ﬂat ﬁles
into hierarchical XML, and (3) the need of a global schema. The Kleisli [6] system transforms and
integrates heterogeneous data sources using a complex object data model and CPL, a powerful
query language inspired by work in functional programming languages. In Kleisli the ﬂat ﬁles are
transformed to a nested data exchange format.
Machine learning approaches rely on learning from examples and counterexamples of a large
number of training data. Stalker [15] specialises general SkipTo sequence patterns based on labelled HTML pages. An approach to maximize speciﬁc patterns is introduced by Davulcu et al.
[7]. Other examples include Softmealy [11] that uses a wrapper induction algorithm that generates
extraction rules expressed as ﬁnite transducers. NoDoSe [2] extracts information from plain string
sources and provides a user interface for example labelling. It has restricted capabilities to deal
with HTML. Kushmerick et al. [12] create robust wrappers based on predeﬁned extractors; their
visual support tool WIEN receives a set of training pages, where the user can label relevant
information and the system tries to learn a wrapper.
Most of the above approaches deal with HTML pages instead of ﬂat ﬁles. We believe that
HTML pages structure are much more regular in nature compared to ﬂat ﬁles due to the existence
of tags. Speciﬁcally, in contrast to the approaches in [11,12] a key feature of Bio2X is that it is able
to eﬃciently generate XML documents accurately from a small number of training data set: it
rarely requires more than 12 examples. The ability to generalize from such a small number of
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examples has a two-fold explanation. First, most of the bio-elements in ﬂat ﬁles are generated
based on a ﬁxed template that may have only a few variations. Only comment segment has freetext data. As Bio2X tries to learn landmarks that are part of this template, it follows that for
templates with little or no variations a handful of examples usually will be suﬃcient to induce
reliable landmarks. Moreover, WIEN can be seen as a non-disjunctive rules whereas Bio2X allows
us to specify disjunctive rules. Similar to Stalker [15], we take a hierarchical approach to extract
the XML elements/attributes from the ﬂat ﬁles by decomposing the problem into a series of simple
ones. However, Stalker supports a graphical user interface that allows a user to mark up several
pages on a site, and the system then generates a set of extraction rules that extract the required
information. We believe that such GUI can easily be build on top of Bio2X in the future.
In Tsimmis [9], the extraction process is based on a procedural program which skips to the
required information, allows temporary storages, split and case statements, and to follow links.
However, the wrapper output has to obey the document structure. In Araneus [3], a user can
create relational views from web pages by computationally fast and advanced text extracting and
restructuring formalisms, in particular using procedural ‘‘Cut and Paste’’ exception handling
inside regular grammars. XWrap [14] uses a procedural rule system and provides limited
expressive power for pattern deﬁnition. It is not possible to describe pattern disjunctions. These
systems focus on transforming HTML data which has regular structure. Also, unlike our approach, these systems do not use machine learning technique to generate XML data.

7. Conclusions and future work
Data integration of geographically dispersed, heterogeneous, complex biological databases is a
key research area. One of the key features of a successful data integration system is to have a
simple self-describing data exchange formats [13]. However, many of the biological databases
provide data in ﬂat ﬁles which are poor data exchange format compared to XML. In this paper,
we presented Bio2X system that transform ﬂat ﬁle data into highly hierarchical XML data. A
single transformer is implemented to transform the biological data from various data sources by
applying the corresponding rule base. A rule speciﬁes the way of extracting data, and the rule
grammar is consistently designed to be suitable for each database. The rule base has also been
reﬁned with a machine-learning approach in order to improve the correctness of transformation.
A working prototype of Bio2X has been implemented using Java. Preliminary results on representative ﬂat ﬁles using the current Bio2X prototype show a good performance.
As part of future work, we would like to support a visual graphical user interface that allows a
user to mark up several ﬂat ﬁles easily and interactively in order to generate all extraction rules
automatically.
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