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Chemical space involves organizing molecules with potential therapeutic interest into a structured search
space based on their structural and functional similarities, thereby facilitating the discovery of new drugs.
We investigate the generated database (GDBs) !, to access novel, challenging and unknown molecules
with high potential in medicinal chemistry.This sillico libraries contain billions of molecules created
following several designs rules giving us a huge chemical space of choice?. From GDBs, we have selected
and synthesised a tricyclic diamine dubbed triquinazine, which is used as the core of some of the most
potent and selective Janus Kinase Inhibitors to date (ICsp = 1.0 nM for JAK1) KMC 4203 (Fig 1). Inspired by
these results we are synthesizing a series of compounds by diversifying the diamine core of our lead
compound KMC 420. In addition to the SAR that will improve the understanding JAK1 pharmacology, our
compounds have the potential to provide new selective inhibitors for the other isoforms of this enzyme

family.
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Fig 1. Examples of Janus Kinase Inhibitors. Tofacitinib, a block buster drug in the market and KMC 420,
triquinazine inhibitor.
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