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A natural perspective to drug discovery

Approximately 50% of the top 100 pharmaceuticals are
related to products of natural origin, which indicates their
potential as the basis for more effective drugs. Natural
products offer a number of inherent advantages, ranging
from broad and potent pharmacological activity to
evolutionary selection in living organisms for biological
activity. These compounds also provide unsurpassed

chemical diversity and strong physiochemical advantages
over de novo synthesized molecules.

In recent years, natural compounds have been
met with skepticism with respect to their
potential in the drug development arena.
However, experts now believe that a return to
natural products will create a new, more effective
dimension to drug discovery and development.

By combining the use of natural compounds
with the many recent advances in drug
discovery technologies, BioFocus DPI is able to
create the opportunity for pharmaceutical
companies to utilize the wide ranging
advantageous properties of natural products and
develop them into excellent candidates for drug
discovery and development.

In this catalog, BioFocus DPI offers a collection
of natural products and derivatives covering a
broad range of biological activities. The
collection includes compounds acting on specific
target classes, such as inhibitors of HSP90,
kinases and proton-ATPases; natural compounds
interacting with specific pathways, such as
apoptosis, angiogenesis and
immunosuppression; as well as compounds with
cytotoxic or antimicrobial activities.
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In addition to this collection, BioFocus DPI offers
an extensive range of services and products
related to natural product-based drug discovery:

= An HTS compatible library of subfractions
(generated by a proprietary fractionation
procedure from fermentation broths of
microorganisms) containing an average of
10-15 compounds.

= Focused libraries based on natural
product scaffolds

= Chemical synthesis, derivatization and lead
optimization of natural products

To find out how BioFocus DPI’s innovative,
high-throughput approach to natural product
drug discovery can help you to discover
promising hit and lead molecules, please
contact us at biofocusdpi@glpg.com




Compound name and synonyms Structure Molecular weight Molecular formula
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Computational chemistry

Providing a wide range of molecular informatics services

Our clustering algorithms enable the ability to work with
embedded activity data and uncover non-linear, cluster-

Working with BioFocus puts world-leading informatics, based relationships between activity and molecular
molecular modeling and QSAR expertise at your fingertips. properties.

This is exemplified in the design of our market-leading

SoftFocus® libraries and in our successful collaborative drug Our knowledge-based approaches for compound
discovery research programs. To deliver these services, we screening selections from SoftFocus libraries and

have built an experienced team that offers unrivalled: commercial supplier databases are based on non-linear

] discriminant analysis techniques.
Small molecule and macro-molecular modeling
Bioinformatics and chemoinformatics Our web-based in silico ADMET prediction service enables
QSAR analysis chemists to rapidly assess the critical properties of
molecules under consideration for synthesis.

We have developed a wealth of experience over many
projects - applying in-depth data analysis, including
QSAR, pharmacophore model development and docking
studies in support of medicinal chemistry.

By combining traditional in silico modeling techniques
with proprietary in-house technologies, we can provide
effective and innovative solutions for many aspects of
drug discovery.

We deliver tailored computational services either for purely
in silico projects or for broader collaborations involving both
chemistry and biology. Our innovative approach to
computational chemistry gives you the following
advantages over conventional techniques:

Our predictive chemogenomic technologies ensure that
we can define drug-recognition characteristics of
therapeutically important protein families, such as kinase,
GPCRs and ion channels even when 3D protein structure
or activity data is unavailable. Regular updating using in-
house sequence alignments ensures that the most novel
targets can be tackled with this technology.

Our chemogenomic technologies, incorporated with
in silico predictive tools, facilitate the design of the market
leading SoftFocus and ThemePair™ libraries.
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BioFocus Technologies
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These proprietary computational technologies lon channel toolkit™: Helical Domain Recognition
include: Analysis™ correlates ion channel SAR with protein

sequence. Similar to the above toolkits, this technology is
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Kinase toolkit™: Kinome Similarity Analysis™ predicts supported with the use of a 2D ion channel logical map.

SAR across related kinases and the 2D Roadmap™ model
of the ATP and allosteric binding sites identifies key amino
acids involved in the protein — inhibitor interactions
enabling potency and selectivity optimization.

ADMET toolkit™: physicochemical properties and
QSAR models for oral absorption and blood-brain barrier
penetration.

GPCR toolkit™: Thematic Analysis™ defines the drug-
recognition characteristics of a GPCR based upon the
sequence. 2D and 3D logical map models of the 7TM
domain provide a unique starting point for the generation
of small molecule binding hypotheses.

The learn more about our computational technologies,
contact us at info@glpg.com
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