Diverse Chemical Libraries for Hit Identification
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Diversity of KCB compound library Scaffold Analysis et sielE 29| Chkd EARX BN
ZINC DB (35M compounds): classified to 50,519 scaffolds 7HA HIO|EHH|O|A (3508HE): 50,519 22 X St=23lEEe
KCB DB (0.34 compounds): classified to 8,398 scaffolds 8 (34THE): 8,398 FATXE ot S E2Y 1Re =&H
KCB unique sciaffolds: 2,9?37Drug-leeneSS and Physico- <o -~ TR 2037 BATX SIZEEI2 o8 51520 o2 A B KB ZING DB
chemical properties of KCB library (6.398) 45,058 prysts 8,398) 45,058 (50,519)
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40% G0 (24.0%) (189%) 233%) 40% (B4.7%) (24.0%) (18.9%) (23:3%) -
o 60~80 2 2 » 60~80 2 2 KCB unique Missing Scaffold
20% o (191%) (126%) (19.6%) &) KCB unique Missing Scaffold 20% oo (191%) (12:6%) (19.6%) @54%) Scaffold (Purchase)
0% Scaffold (Purchase) 0%
MW PSA AlogP HBA HBD MW PSA AlogP HBA HBD
<500 (89.6%) <140 (93.2%) <5(80.7%) <10 (99.7%) £5(99.6%) <500 (89.6%) <140 (93.2%) <5(80.7%) <10 (99.7%) <5(99.6%)
. . . . . . . = =]= o = —_— = ] = =
Library types served by KCB DX2 hits from libraries & optimization st2slerE ool alo|Ha{a| 28 2lo|E2{2|0A SIEW=E H =3}
Library No of compounds Library No of compounds
Total Library 340,000 763 DR Libraries Total Library 340,000 763 DR Libraries
Diversity Set 8,400 DX2 Iucﬁe.rase conz‘bz:l}n . o o Diversity Set 8,400 DX2 Iumfe_rase Confi)zgl}nds \ }2.’;;’:2"3,?5
Clinical Collection Set 2,300 AIMP2 luciferase expression Clinical Collection Set 2,300 AIMP? Iu_c_lferase Sxpression
Kinase Library 3,200 Cell _V|ab|I|ty 10 compunds Kinase Library 3,200 Cell .\Ilablllty 10 compunds
Fragment Library 1,000 30 hits \ Specificity to Fragment Library 1,000 30 hits \ Specificity to
IC50 on DX2, AIMP2 Z AIMP2-DX2 IC50 on DX2, AIMP2 Z AIMP2-DX2
Natural Product 1,200 Natural Product 1,200
GI50 on A549, WI-26 GI50 on A549, WI-26
PharmaCore collection As requested PharmaCore collection As requested
5 leads 5 leads
GPCR, PPI Library On preparation GPCR, PPI Library On preparation
Decision gate AlCk7Hdr 22
Dis;sev;ry Target Validation Hit Generation Lead Generation Lead Optimization Gc::edri:tai;i Drug Development Disc?e";ry Target Validation Hit Generation Lead Generation Lead Optimization (g:::ri:tai;i Drug Development
Discovery Disease oriented Lead Per-Candidate Candidate PhLILII Drugl Discovery EBrereaiisd Lead Per-Candidate Candidate PhLILII Drugl
Stage protein Stage protein
Discovery TSR Gate 1 Gate2 Gate 1 Development Discovery TSR Gate 1 Gate 2 Gate 1 Development
Gate (HLG) (°CG) () Decision Gate (HLG) (Pco) (&) Decision
No D DX2 IC50(uM) AIMP2 IC50(uM) A549 GI50(M) WI-26 GI50(uM) No D DX2 IC50(uM) AIMP2 IC50(uM) A549 GI50(M) WI-26 GI50(uM)
1 305784 6.53 >100 0.099 >100 1 305784 6.53 >100 0.099 >100
2 305933 5.61 >100 4.92 >100 2 305933 5.61 >100 4.92 >100
23 265200 3.94 >100 3.20 >100 I 23 265200 3.94 >100 3.20 >100 O —
o . mRNA transcript . . mRNA transcript
28 219376 1.38 >100 1.09E-37 2.68E-08 inhibition e 28 219376 1.38 >100 1.09E-37 2.68E-08 inhibition X2 t—
30 264547 073 >100 0.8 63.49 No signal 30 264547 073 >100 0.8 63.49 No signal
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