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Covalent serine binder library
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The core idea of library design

Take warhead scaffolds known to be rather
selective to serine binding
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*Several warhead examples taken from: Faucher, F., et al. (2020) // Cell chemical biology, 27(8), 937-952.
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The preparation algorithm:

1.Prepare aset of SMARTS queries that capture literature extracted warheads selective
to serine binding - 10 SMARTS patterns prepared*

2.Apply REQOS filter to the entire 1.6M ChemDiv inventory to rule out the most
MedChemically undesirable structural motifs

3. Find structures in the filtered inventory that obey warhead SMARTS patterns
4. Within each warhead scaffold set apply diversity picking (MaxMin algo):
a. The internal set similarity is no more than 0.4 (Tanimoto, ECFP4 2048)

b.The most diverse structures are retained, the rest similar structures can beordered
to establish SAR for the promising hits at hand

*Warhead pattern sources:

1. Faucher, F. et al. (2020) // Cell chemical biology, 27(8), 937-952.

2. Bachovchin, D. A. et al. (2012). // Nature reviews Drug discovery, 11(1), 52-68.
3. Adibekian, A. et al. (2011) // Nature chemical biology, 7(7), 469-478.
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The library properties:

1. In total 4468 MedChem tolerable compounds, not containing the most active REOS
2. 10 warhead patterns with 3 to 3000 representative molecules ineach

3. Highly diverse structures are within each warhead patternretained
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Distribution of Phys-Chem Properties
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Examples of Structures with warheads
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@ CHEMRAR bnharogapum 3a BHUMaHuUe

NHCTPYKLUMA NO 3aKa3sy cCoeaMHEHUN 13 bubanotekn «XumPap»:

Haw cawuT:

HanpaBbTe CNUCOK MHTEPECYIOLWUX coeanHEeHMUN Ha email:

B cooTBETCTBMM C BallMM 3aNPOCOM MEHeAXKep BbIMOAHUT NOAOOPKY COEAUHEHUI N HAaNPaBUT MHGOPMaLUIO O
Hannuun. Mmeetcs BO3IMOMKHOCTb CAe1aTb MOUCK NO CTPYKType/bykBeHHOMY naeHTudukatopy (1D, CAS, MFCD), a
TaKXXe MMnopTmpoBaTtb Gpann B pasannyHbix popmaTax: SMILE, sdf, txt.
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https://chemrar.ru/biblioteki-soedinenij-dlya-hts/
mailto:vvk@chemrar.ru
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