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The final fragment library consists of 300 fragments, where the number of Figure 1: Design process for a kinase-focused XFS library
commercially available analogues from Enamine Real Space is 12 million,
allowing for rapid hit evolution. The kinase-focused fragment Llibrary was Table 1: Statistics for XFS screen using kinase focused fragment library
experimentally verified using two different kinases, CDK2 (Figure 2) and Protein Hits | Fragments | Non-hinge binding | Resolution range | Hit rate
one internal target (Figure 3), where the data was collected using the CDK?2 26 208 1 1.1-1.85 13%
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achieved versus the two kinases (Table 1), where almost all fragments
bound to the kinases as classical hinge binders.

Figure 2: CDK2 with fragment 1 bound
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Hits were ranked using a combination of differential scanning fluorimetry
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(DSF) and free energy calculations using molecular dynamics (MD) Figure 4: Correlation plot of AG
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Rapid SAR identification and hit expansion E
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