A universal approach to web-based chemistry using XML and CML
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We report the first fully operational system for managing
complex chemical content entirely in interoperating XML-
based markup languages.

The World-Wide-Web (WWW) was originally developed as a
collaborative tool for scientists. In 1994 we proposed its use as
a novel and widely applicable global model for expressing
chemical information in an interlinked and re-usable form.t
This model, based on HTML, has become widely used but
suffers from a number of structural problems. Chemistry
represents its message both semantically (e.g. as a machine-
processable connection table) and graphically (e.g. presentation
through human-readabl e arrows, boxes, diagrams). The existing
use of HTML in chemistry emphasizes presentation, and
provides no structured extension mechanisms. A presentational
approach is too flexible to be reliably interpreted by machines,
and cannot validate the integrity of the chemical content. Thus
the chemical subscript and superscript conventionsine.g. CH*
are only unambiguously interpretable by humans. This severely
limits the re-usability of the rapidly growing amount of high-
quality chemistry available on Web pages.

We therefore devel oped? our model to support both types of
markup. Chemical Markup Language (CML) can carry mole-
cules, crystallography and reactions in a formal manner. It
forms the core of a comprehensive approach to publishing and
communicating chemical information for both humans and
machines. It uses the protocols of the WWW Consortium
(W3C),3 whose goal isto support such interoperability with the
strategic aim of achieving a “semantic web” where automatic
processing of information is possible. The core W3C approach
is the meta-language XML (eXtensible Markup Language)
which was formalised in 1998 and which encourages the
creation of discipline-specific languages such as CML. The
W3C have created a family of protocols supporting most
aspects of managing Web-based information; the following are
most relevant here: XML Schemas are a formal description of
the language and can support arbitrary datatypes and or validate
complex documents. Scalable Vector Graphics (SVG) providea
framework where presentation and content can be robustly
combined. XSLT (XSL stylesheets) is a very powerful tool for
transforming documents. XML Query Language and XLinking
are under development. XSL(FO) provides high quality for-
matted output for any XML application.3

Much time is currently wasted on processing legacy un-
structured and often binary documents and poor semanticsleads
to serious information loss. The ‘plug-compatible’ XML
approach guarantees a document to be searchable, stylable,
sortable, transformable, mergeable, transmittable and printable
without extra cost. CML uses these developments and for the
first time offersauniversal platform- and application-independ-
ent infrastructure for chemica information. Ideally we see all
future document and publishing systems being converted to
XML and describe here an implementation of these concepts
termed ChiMeral .

Technical documents are often multidisciplinary and compo-
nent-based and draw their components from several XML
Schemas. Subdisciplines, eg. MahML (for mathematics),
CML, SVG, are identified within documents by discrete
namespaces. To avoid collision their tag names are mapped
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onto globally unique URIs (Uniform Resource I dentifier); http:
[ww.xml-cml.org/ serves to uniquify any CML element.
Components will often be glued together with XHTML (the
XML version of HTML).4 Transformation/reformatting
through XSL stylesheets is a particularly important operation
because it allows extraction of document sub-components such
as molecules for eg. redrawing in SVG (vide infra) or
outputting in any desired format.

Besides transformation, various operations can be automat-
ically performed, often without knowing the precise document
structure. These include searching, whereby XML elements
(‘components’) can be located by local or global context in a
document or through content, re-use by fragmenting or
combining XML documents, rendering/viewing in a browser
window, high-quality printing, and data authentication serv-
ices.5

‘Chemical’ information usually requires severa other types
of markup (text, numbers, tables, graphics, etc.). Such CML
document components can come from many sources, either
directly or after conversion from legacy formats. The sources
include: instruments, databases, dictionaries and catalogues;
hand-editing/authoring of chemical information; primary and
secondary publications, and computational chemistry tools. To
illustrate how the operation of transmitting, querying and
processing compound chemical data within a Web browser can
be combined, we have created a Web-based collection of XML
tools termed ChiMeral .6 Its use involves five distinct stages
(Fig. 1).

(1) Conventional HTML is used in conjunction with
JavaScript in abrowser to allow the user to select froman XML
library containing CML components (Fig. 2). Thelibrary could
be a server-based collection or could be generated by selective
querying of a larger XML document held on an XML
repository.

(2) The XML document is validated for integrity against a
Schema. Thisis amgor improvement over HTML, which has
no validation for chemical or most other content. Validation can
be server or browser-based.

(3) Selection of a suitable stylesheet for popular chemical
editing and display programs, e.g. for 2D and 3D molecular co-
ordinates and numerical information such as spectral/analytical
data. The stylesheet is used to convert CML elementsto legacy
formats (e.g. MDL Moalfile, Minnesota XYZ format, JCAMP
DX format) for display using existing applets (e.g. IME, JMal,
JSpec, Marvin, SDA), or it could be directed towards CML-
compliant applets without the need for such legacy transforma-
tion. The XSL transform can again be server or browser based.
The use of a stylesheet a so provides the possibility of deriving
new quantities from the original data such as e.g. aligning a
range of pharmacophores or computing diverse molecular
properties. The ChiMeraL demonstration (Fig. 2)t includes a
range of XSL stylesheet fragments, XML example documents
and a CML schema, together with utility programs which can
generate CML documents.6

(4) The output from the stylesheet is displayed asaweb page.
The origina CML components (e.g. <molecule></mole-
cule>) arewrapped with suitable XHTML to allow appropriate
display (Fig. 2).

(5) At this stage, the user could edit or add to the document
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<?xml version="1.0"7>

<atom ld="a1"><!- etc. —></atoms>
<fist>
<list title="bonds">

<bond Id="b1"><!- etc. --></bond>
<flist>

=molecule-
o (b) XML Document

<?uml versions"1.0"7>
«xsl:styleshesat
xmins:xsl="httpfwww.w3.org1989XSLTransform™>
«=xshtemplate match="">

<xsl:apply-templates/-
<fusl:templates

<xusl:template matchs"document”>

<htmi=

><tithes
<xslhvalue-of select="@tltle" />
<fitlex<fheads

<body=
<xsl:apply-templates select="cml" />

<himi=
=fusl:templates
<l-gle—>
</xsl:styles|

(c) XSL Stylesheet

Z7xmi version="1.0"7>
<2xmi-stylesheet type="text/xsl" href="stylesheelLxsl" 7> (a) Legacy formats <schema name="cml_ie" xmins="urn:schemas-microsoft-
<document titie="Document containing CML"> Molfile -data”
<cmi title="Caffeine” Id="cml_caffeine’ com:datatypes™>
mins="xschema:tpfww -Gl org/ =1 JCAMP Spectra 36 name="ttl" required="no* &
schema: mi_schema_le_0.x £ el g rade" g o

<malecul title="catfeine" id="mol_caffeine"> Reaction file e Ype names e typesd" >

T o e ‘

SH1ONS n 3 1gte.—
"t title="atoms"> & ML schema

Validate
against schema

Transform document
using stylesheet

XML/XSL Parser
(Client-side browser such
as Internet Explorer 5 or
server-side process)

[ PR AT To

BHEBEREREE
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Fig. 1 Dataflow between the principal components of ChiMeral (a) The creation of astructured document in XML syntax from unstructured legacy formats
(MOL, JCAMP, etc.). The validity of the processis checked by a CML-specific XML schema. (b) Illustrative CML document whose root element contains
a child molecule element. In turn the molecule contains a list element, itself the parent of many atom elements (omitted for clarity); bonds are analogous.
Attributes such as convention identify the usage of terms and values, while theid attribute identifies every element uniquely. (c) Illustrative XSL stylesheet,
which transforms CML to XHTML. Thetitle of the moleculeis transformed to the XHTML document title, while the content of the molecule is transformed

into various legacy formats (MOL, JME, etc.) for display by applets.

by selecting an appropriate stylesheet to invoke appropriate
software tools, and with appropriate validation, create a new
annotated XML document which could be returned to the
origina document repository. Multiple authorship of a docu-
ment is possible since subsequent stylesheet transforms could
e.g. extract either the origina document, or any individua’s
additions to it.

Chimeral is offered as OpenSource, i.e. available as source
code which can be used for any purpose, but especialy for the
development of new ideas, tools and resources in this area
XML has benefitted greatly from this movement and Chimeral
uses several OpenSource components (XML tools, JMal,
JSpect).” OpenSourceis an effective means of developing high-
quality robust applications very rapidly and we encourage
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Fig. 2 (a) Selection of XML document and XSL stylesheet transform. (b)
Property display using HTML table. (c) 2D Molecule display using Marvin
applet. (d) 3D Molecule display using JMol applet. (e) Spectra display
using JSpec applet. (f) Spectral display using SVG and Adobe plugin.
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developers to increase the volume of WWW-based collabora-
tion in chemistry.

We have described a method for completely transparent
Internet-based transfer of chemical information from creator/
author to reader/user. Applications of thismethod might include
a document such as this journal article being automatically
abstracted for molecular content, and stored or used for
calculations or searching. One can envisage e.g. laboratory
robots scanning CML-based reaction schemes for starting
materials and ordering them from CML-based ‘ dot.coms’ onthe
WWW, and recording thisin electronic notebooks. Instruments
could directly output universally processable spectra and data.
Databases could accept chemistry in many traditional formats
and re-offer them transparently. Computational chemistry and
modelling programs could be used routinely for adding
information content to molecules. Finally, we note that the use
of XML allows other disciplines (bioscience, pharmaceutical,
materials, patents) to include semantically rich chemistry in
their information.
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