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BACKGROUND METHODS

AThe Drug Safety Suite was tested on eight different compounds
with known cardiac risk at C of the therapeutic drug
o concentration (see Table 1).
and AFor each compound, hERG kinetics data following the Milnes
effects on orotocol and cardiac channel data for hERG, hCavl.2, and
action veak/late hNavl.5 were manually obtained at the Drug Safety
Testing Center. As the original data for Dofetilide were not
sufficient to fit a Hill function, ion currents data for this drug were
completed with data from the CiPA dataset [1].

AQT/TdP Risk Screen is a tool built on a combination of
mechanistic-based and Machine Learning-based approaches
and it predicts clinical risk of Torsade de Pointes in line with the

RESULTS CredibleMeds classification [2].

ACiPA in Silico is a tool that simulates drug-ion channel dynamic
(hERG) and static (six other channels) interactions, and it
estimates the safety marker gNet following FDA
recommendations [1, 3].

ASTrhiPS is a tool that generates populations of human induced

MAax

d pluripotential stem cells derived cardiomyocytes (hiPSC-CM) and
| it estimates drug-induced potential effects on sarety markers like
the Action Potential Duration at 90% repolarization (APDg,) [4, 5].
It is based on a hiPSC-CM action potential model that has been
calibrated with a genetic algorithm.
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CONCLUSIONS

This case study has shown how the Drug Safety Suite can
complement in vitro experiments to assess the potential pro-
arrhythmic risk of compounds in early preclinical screening.

The Suite is available on the secure and user-friendly
InSilicoTrials.com platform. Runtimes of the different products
vary from seconds to few hours making the predictions in real time
highly efficient.
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