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SMARCAA4 FBLD Case Study |
Fragment screen by WAC™ | | Hit validation ||  Xray crystallography || Hit expansion
* Ligandability set 250 cpds * TSA (DSF) * Parallel chemistry
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Xray crystallography: binders to known site identified, new site discovered
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WAC ART - 3.5 min
DSF-5.7°C

Xray - 1.85 A N
BCA - 31% inhib @ 250 uM H

WAC ART - 2.4 min
Xray - 1.5 A
BCA - 36% inhib @ 250 uM

WAC ART - 8 min
Xray-13A
BCA - not active

Hit expansion: analogue screening by WAC™, CC, parallel chemistry reveals SAR trends and site-selectivity patterns
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Xray Yes, P1&P2 Yes, P1 Yes, P2 Yes, P2 Yes, P2

BCA 36% @250 31% @250
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