[bookmark: _GoBack]Title: Discovering Drug Seeds by Practical NMR Strategies
Steven LaPlante, INRS-IAF, Quebec, CANADA 
International Conference on
Fibromyalgia and Chronic Pain (June 15-16, 2016   Philadelphia, USA)


J Pain Relief
ISSN: 2167-0846 JPAR an open access journa
Fibromyalgia 2016
June 15-16, 2016
Volume 5, Issue 3(Suppl)
Page 40

Abstract
Statement Small molecule drugs continue to be crucial for combating diseases. This presentation will convey the critical role NMR has been playing for discovering the seeds for new drugs starting from substrate peptides, high-throughput screens and fragment-based screens. Central to all the examples was the need to better understand the properties of small molecules when free in solution and to decipher the various types of binding to macromolecules. To do so, appropriate NMR methods/strategies were developed to prioritize quality ligands for downfield medicinal chemistry purposes. Examples will be shown where NMR strategies revealed compound solution behavior (solubility, aggregation, atropisomer chirality), exposed target protein features (folding and changes), and determined stoichiometric binding attributes.      
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Fragment Screening — Targeting HCV Helicase

NMR Screening Hit Quality Lead
IC50= 500 uM 2 IC50= 3 uM

Br OH Quality Binder Screens H,N
A\ > > >
N Fragment Growth Strategy
: NH, R
NMR Screen N=o
Fragment Library X-ray ©
T HCV Helicase
SN NMR
' B Binding Hit | R Bound Lead

J. Med. Chem., 2014, 57, 2074 Confidential









Confidential

Fragment Screening – Targeting HCV Helicase

NMR Screen

Fragment Library

NMR

Binding Hit

N

H

O

OH

Br

IC

50

= 500 uM

N

O

OH

O

N

+

O

O

NH

2

N H

2

IC

50

= 3uM

Fragment Growth Strategy

NMR Screening Hit Quality Lead

Quality Binder Screens

X-ray

HCV Helicase

Bound Lead

J. Med. Chem., 2014, 57, 2074


