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A Glearer Look For Hit Discouery

Comprehensive structure generation solutions for today's challenging targets provide insights
| and data to support hit finding through to lead optimization.
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ST | Bruker D8 Venture Standard protein QC

crystallization robots World’s most intense > SDS-PAGE

¥ 48 and 06 well frays home-lab X-ray source » HPLC

» Sitting-drop, hanging-drop & » Photon |1l detector » MS (intact & fingerprinting)
microbatch formats » Scout automatic sample changer

» Setup for LCP membrane protein for high-throughput testing of crystals Extended QC
crystallization and 24/7 data collection > DLS

i i » ISX stage for in situ diffraction » nanoDSF
Apricot Pipettor » VST

ARI Scorpion

High-throughput creation of custom screens

» SPR
» SEC-MALS
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Liquid Handling

Formulatrix ROCK IMAGER
plate hotels with UV imaging

» 4,12and 20°C
» 1000 plates per temperature

Zeiss SteREO Discovery.V20 Microscopes

Over 20 commercial sparse matrix screens
‘in stock’ at any time for
extensive crystallization screening
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Over 150 off-the-shelf targets from a wide
variety of protein classes O
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determination,protein-protein and
protein-nucleic complexes, membrane proteins
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s,! Rep_roduction of previously
published structures
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Case study1: Structural validation of a DNA encoded library
screening hits of SARS-CoU-2 main protease

Db R AR .

Initial screening

@ 1200 crystallization conditions were tested using
commercially available

@ Crystals were obtained in over 20 conditions

Crystal optimization & diffraction

@ Diffraction grade crystals could be quickly obtained
through optimization of pH and precipitant concentation

@ Best crystals are obtained after streak-seeding
Timeline and diffracted to 1.6 A
» 2-3weeks

Casestudy2: Crystal structure of KRAS in complex with a covalent inhibitor

Biophysics Intact Mass Spectrometry Crystallography
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E N\ / KRASSC miz = 19327

Ls T T T T T - T KRASG12C + AMI-1620 m/z = 19795 |

iesion Difference miz =431
< Binding of AMI-1620 to KRAS (GDP-bound state) > Reaction of KRAS with AMI-1620 increases the Crystal structure of KRAS (GDP-bound state) in

significantly increases the T, m/z by 431 as expected complex with AMI-1620
MST, nanoDSF and SPR allow high-throughput | 2l Confirmation of covalent bond formation “

Identification of the reactive amino acid and
functional group

L screening of compounds and conditions Optimization of covalent complex formation for
e crystallization screening | 2 Confirmation of the reaction mechanism

Yy 7

High Throughput
High Resolution . =

Max capacity:

- &% 1454 resolution 50

(4 Y ! complex II'IIGIIII'E projects in parallel
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11A resolution & l 2000-
structure - r co-crystallization/year

Contact Us
PHONE WuXi AppTec HitS US WuXi AppTec HitS China
\ US:+1(857)500-0235 Suite 111,22 Strathmore Road Natick 240 Hedan Road,Shanghai 200131,China

China:+86(021)2066-3521 n MA 01760-2434,USA 1318 WuzhongAvenue,Suzhou 215104, China
Crelux GmbH, a WuXi AppTec Compan
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HitS Website HitS_service@wuxiapptec.com ) WuXi AppTec HitS

82152 Martinsried, Germany



