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1. In—silico off-target pharmacology profiling for minimizing safety—related attrition rates
Josep Prous Jr., jprous@prousresearch.com,
Prous Institute for Biomedical Research, Rambla Catalunya 135, 08008 Barcelona, Spain

When considering new small molecule therapeutic intervention opportunities, it is essential
not only to identify beneficial mechanisms of action but also those which can be linked to
undesired off-target activities leading to potential safety issues.

In fact, major pharmaceutical companies have tried to build a consensus and determine the targets
which should be screened to avoid unwanted and costly surprises during the regulatory preclinical
toxicology and clinical development stages.

Additionally, it is likely that regulatory policies will evolve from the obligation to submit
a limited number of safety endpoints to a request for a wider collection of secondary pharmacology
data.

This can be tremendously costly considering the experimental screening of thousands of drug
candidates. In this regard, the use of predictive technologies can be of special benefit in order
to minimize the need for experimental validation and focus on molecules which are likely to be
devoid of potential safety issues.

With this scenario in mind, Prous Institute for Biomedical Research has developed an innovative
in—silico solution to accelerate drug discovery and minimize potential liabilities.

In particular, the technology allows the characterization of over 850 different molecular
mechanisms of action simultaneously for a given molecule, including over 200 linked to safety
issues.

Further details on the methodology, including model construction, validation studies and
interpretability in the field of off—target safety pharmacology will be provided during the talk.
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International movements of prediction studies in environmental chemistry and an individual
case study of eco—toxicity predictions
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Current computational approaches to predict toxic compounds in the Tox21 Data Challenge
2014, a crowdsourcing competition organized by NIH
#E;R L Yoshihiro Uesawa
BRI KPEEREFIZZEE Meiji Pharmaceutical University
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