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Molecular Glues (MGs) Drug Discovery One-stop HTS Platform for MGs Hit Finding D2B: Solution to MGs Hit to Lead Discovery
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Campaign: Screening assay was performed using biochemical HTRF
technology to detect ternary complex formation. Primary screen was
conducted in 1536-w format and hit rate is ~0.9%. Selected hits moved
forward to SD hit confirmation and DRC hit confirmation to reach ECH50.
ASMS as secondary assay to measure binding affinity. Further cell-based
HiBIT screen and cell viability counter screen were applied to validate cmpd
function activity and filter out false positives. Refined hits were further
examined in rescue panel to investigate degradation MoA.

Figure 2. Upgraded 370,000+ Diversity Small Molecule Library and New
Molecular Glues Focused Libraries: Left: Most MGs hit finding relies on
diversity screen. A carefully curated collection with enhanced chemical
diversity and drug-like properties to improve hit identification. Right: Focused
MGs library is an alternative screening strategy. We included specifically
desighed CRBN-targeting molecular glues, focusing on increasing structural
diversity to enhance the potential for protein degradation.

In WuXi AppTec HTS 2.0 platform, we aim to provide an integrated
solution to quickly identify validated molecular glue hits, and then
enable a seamless design-make-test cycle using D2B technology to
profile the hits and accelerate molecular glue drug discovery.

I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
| cpd only
| o g
| oo O cpd=Tubd MLN4924
| 80.00
| 1 > -
50E+06 -
I ; - we
| 1.00E+06 L L
| oo ® :
5.00E+05 P . . .
| o . - :
b . -r T . <. - oc0
| 0.00E+00 . . . . : '
I I -, i i
| o ! ! ; oon
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I

|
|
I
|
|
|
|
|
I
|
|
|
|
|
I
| \
|
|
|
: Others,
| 86594, 23%
|
|
|
|
I
|
|
|
|
|
I
|
|
|
|
|
I
|
|
|
|
|

UXI : .EL: g : ";.:; BD China/AU/SG: xu longji@wuxiapptec.com
AppTeC e SRRl e Contact Us: R R Q  400-820-0985 @ www.wuxibiology.com

BD USA: mahnaz_arjomand@wuxiapptec.com BD Japan: fumio_itoh@wuxiapptec.com

WuXi Biology LinkedIn WeChat
Website BD EU/UK/Israel: dave_madge@wuxiapptec.com BD Korea: sycho@wuxiapptec.com



