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Affinity Selection
Against Target

Nat. Chem. Biol. 2009, 5, 647-654
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l 12! 2. DNA-Encoded Library (DEL) Synthesis: DEL-B (802 Million Compounds)

1) enzymatic tagging
2) acylation with 192
Fmoc-amino acids

1) enzymatic tagging

1) enzymatic tagging
2) cyanuric chloride

3) purification 3) substitution with 32
4) deprotectionb amino acids

e .

192 compounds

2) acylation with 192
Fmoc-amino acids

1) enzymatic tagging

2) substitution with 340
amines

3) purification

1) enzymatic tagging

2) amidation with 384
amines

3) purification
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DNA-encoded library now ready
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(1) PFI (property forecast index) = Chrom LogD7.4 + Aromatic ring count
(2) FaSSIF (fasted state, simulated intestinal fluid) solubility
(3) Predicted human dose

ofof] tijgk AA| A Q1 A& thgat At (23£3), o]l thek ARGt H7k= HA3] Hlole =
gfjof sh| R o] Zhol=ajle] Fzo] v AR Mo A Hlojg -9 tlofelE iR H7}sto]
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aromatic ring®] 5 £ U= Weko g Heko| W o st Aot} =3k FaSSIF solubility”} 2-&
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E4E salt form 22 WHEAY, E= pro—drugl 2 TE+= 59 le2jo] st Aolt}, o]e} Zho]
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W 12! 3.Current GSK Physical Property Recommendations

High risk Increased risk | Moderate risk Desired
(all of the first three, or one (two of the (one of the (all of the following)
of the other two) following) following) all orthe foflowing
PFI >6 PFI >6 PFI <6
and or and
FaSSIF solubility <100xg/ml FaSSIF solubility <100zg/ml | FaSSIF solubility >100.g/ml
and or and
Dose >100mg Dose >100mg Dose <100mg

Young, Robert J.; Green, Darren V. S.; Luscombe, Christopher N.; Hill, Alan P. Drug Discovery Today 2011, 16, 822-830
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