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Successful drug discovery requires both, state-of-the-art technology platforms and in-depth experience of all disciplines involved along the value chain. Indicated
by increasing attrition rates in drug discovery over the recent decades, various risks contribute to the success or failure of a drug discovery campaign. Potential
liabilities could be linked to the validation of the target and disease hypothesis, low druggability, unsuitable assay systems, false hit selection, missing target

engagement, toxicology and safety issues or lacking efficacy. We will discuss essentials based on our experience from both a biochemical and a cell-based HTS
project.
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Parallel Hit Finding: HTS and Fragment Screening Pathway Screen with Reporter Cell Line YAP1 cellular localization
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Target Engagement & Mode-of-Action Target Deconvolution: What is the Direct Target of BAY-856 ?
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\ /Success factors for cell-based phenotypic/pathway screens:

Use more than one hit finding approach for low druggable targets - Toxicity controls during primary / secondary HTS

Well established secondary and orthogonal assays for hit validation - Well established secondary and orthogonal assays for hit validation
Biophysical confirmation of target engagement - Target deconvolution capabilities (CRISPR-KO, in silico, CETSA)

X-Ray support early on in the project / \- Biochemical, biophysical and X-Ray confirmation of target interaction

uccess factors for biochemical screens:
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