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2 Co-crystal structure confirmation

Despite the availability of various modern screening technologies and the growing experience with new modalities, poorly
druggable targets still remain a challenge in the identification of hits, leads, and clinical candidates for novel targets.
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Integration of Hit-ID Strategies & Identification of a Modality
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neurodegenerative diseases, cardiovascular cases, and cancer. As a result, the identification of potent small molecule | Evaluating Docking Select (Cor = 5.6 nM o 55 v |
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Fragment Hits Submitted to Crystallography:
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Computational Evaluation Tools:

BB1
An enriched cluster showed clear BB2 and BB3 features
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= BB1 (blue part) is not critical, may be removed O

=  (O-Methyl substituent and amide bound in magenta part is essential :
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Compound-00 By Compound.Fe | ’iuku’ « As an integrated screening approach, we have been combining DEL-hits with fragment-based optimization methods
SPR negative dose Compound-XX Compound -F2 SPRKp =1.79 uM > : . . . . .
response ADPGIo IC5, > 100 uM  SPR Kp = 26.1 uM LE =039 SPRK, = 2330 M, LE= 031 and DEL data to improve fragment hits with computational screening approaches.

LE = 0.31 * Molecules design by MedChem ADPglo IC., = 192 UM

« Our DEL-screen delivered a micromolar DEL-hit that was first fragmented, and the fragment then subjected to fragment

| |
| |
| |
| |
| |
| |
| |
| |
| |
= Molecules evaluation by CADD I _ _ _ :
| evolution to obtain nanomolar potent hits. |
| |
| |
| |
| |
| |
| |
| |
| |
| |
| |

’
NS 2 * 6 compounds were synthesized 0 N
N//N P> " N NH, N//\N A . p. . . Yy . /LNJJ\O/\ A/ \g/ ~
- Nl NS NH, NS * Kp identification by SPR & Enzymatic H
6 H,N FN\F : :

ZT

 Enumerating a large virtual chemical space of 35K compounds around fragment 3 derived from the fragment screen

° HN, inhibition activity measurement by - -0. ) ) ) ) )
O, C ompound-a1x Compound: " compounars | ADPglo assay | SPRKp= 238nM, LEZ035  appefciogone o= O and selecting compounds for synthesis based on a DEL-model, Reaxys data or by docking resulted in micromolar
" SPRKp=0.93 M SPR Kp, = 36.5 M SPRK, =550 uM  SPRKp=429uM ADPglo ICyp = 24.1 M

potent hits.

LE=033 LE = 0.37 LE = 0.34 LE = 0.31 * The amide group shows best LE
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