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Figure S1. General workflow used in the study. For a given protein family (protein kinases or
nuclear receptors), the process is divided in three main steps (1) conception of the two datasets
(CA in green line and AL + OL in yellow line), (2) superimposition of the datasets on a
reference protein, (3) clustering and density analysis. CA represent crystallographic additives,

OL orthosteric ligands and AL allosteric ligands.
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Table S1. List of crystallographic additives retrieved in the crystallographic

protein kinases and nuclear receptors and considered in the CA dataset.
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Figure S2. Datasets representation by Venn diagram in terms of PDB files of protein kinases.
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Figure S3. Cluster population evaluation in function of the different couples of parameters
formed by the distance between two points in a cluster (¢ in A) and the minimal number of

points to form a cluster (minpts) for protein kinases.
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Table S2. Position of the 18 reference allosteric ligands of protein kinases after the clustering

procedure with different couples of parameters. Red color represents homogeneous clusters or

singletons (associated with “S”) having a wrong prediction. Green color represented

heterogeneous clusters (crystallization additives and ligands) having a good prediction. Yellow

correspond to heterogeneous clusters related to orthosteric site having a wrong prediction.
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3 clustering performed without orthosteric ligand extracted using a pharmacophore search.
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Figure S4. Clustering results with the couple of parameters [3 — 2] for protein kinases, ranked
by their population. The singletons (cluster ID -1) and the different clusters are represented in
(a), the singletons and cluster 0 (orthosteric identifier) are removed in (b). CA are crystallization

additives.
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