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. Contextand Gosl

SAR : better understanding of association between pharmacophores The Pharmacophore Network [2]: a graph of pharmacophores whose

and ligand affinity. nodes represent the pharmacophores and edges represent the distance
- BCR-ABL dataset: 1517 ligands and their affinity (ChEMBL24) of similarity between them determined through similarities between the
Structure description: 309 representative pharmacophores of order 3 supporting molecules.

to 7 that support at least 10 molecules (extracted with Norns and oy S . Pharmacophore evaluation:
selected using MMRFS) [1]. ‘.‘-.‘. s “Growth-Rate”

Method: KX s

= Refine the molecular affinity from 2 categories to 4 categories. O whnga a s ELRACH GR = [requency(Actives)

=> Construction of a colored “Pharmacophore Network” based on eu .‘ Frequency(Inactives

the similarity between the pharmacophores through the supporting oer 0 arakit S o aud

molecules and an adapted Growth-Rate.

3. Contribution

Clustering of Pharmacophore evaluation: “Adapted Growth-Rate

Ligands (KmeanS) F S ' Frequency(Very actives) Frequency(Actives)
based on (thl\e/li )r affinities GR1 = ’"I’;j’e‘szz C(y’z‘lii’;;i’;‘:)“) GR2 = Fiquenyc y(,nflctwes) GR3 = o equency (mactives)
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Layout made with Cytoscape: 2 NNs - Force method.
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Conclusion

J Definition of a space of representative pharmacophores of the activity of 1517 molecules.
J The pharmacophore space enables a visualization of the 4 activity classes and a clear differentiation between active groups and inactive

ones.
d A zone analysis indicates activity graduations along close pharmacophores hence along close molecules and permit a better exploitation of

GR values.

References

[1] METIVIER, Jean-Philippe, CUISSART, Bertrand, BUREAU, Ronan, et al. The pharmacophore network: a computational method for
exploring structure—activity relationships from a large chemical data set. Journal of medicinal chemistry, 2018, vol. 61, no 8, p. 3551-3564.
[2] Geslin, D., Lepailleur, A., Manguin, J.L., Vo, N.V., Lamotte, J.L., Cuissart, B., Bureau, R., 2022. Deciphering a pharmacophore network: A
case study using bcr-abl data. Journal of Chemical Information and Modeling 62, 678-691.



