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The positioning of the DFG motif in the activation loop of a protein kinase has an effect on the size and properties of
the ATP binding pocket. Most kinase inhibitors target the kinase with the DFG inwards to the ATP binding site. Type-lI
inhibitors target the site where the DFG motif is in the out position which opens up the pocket and provides

additional hydrophobic binding sites. Targeting DFG-out conformations can improve inhibitor specificity and slower-
off rates.
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Convert each object from PDB to ICM object.
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Superimpose the kinase structures.
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Locate and display the DFG motif in liep.
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Locate and display the DFG motif in 1opk.
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Observe that liep has DFG out and 1lopk has DFG in.
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