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New-World Alpha Viruses

» Biodefense, agriculture and public health threats
* No current therapies
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Russo, A. T,; et al. Structure 2006, 14, 1449, » Microfluidics and mass spectrometry (MS) provide ideal
method for rapid measuring of dissociation constants
and stoichiometry of ligand-protein complexes.

High-Throughput Activity
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* High-resolution crystal structure of VEEV nsP2pro
protease enables rational inhibitor design of New-World Alpha viruses
via a multipronged experimental and computational approach

An Integrated Experimental-
Computational Approach
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» Staged experiment model identifies * [In silico screening has identified
initial candidates and aids design of compounds in available libraries that * Mapping ligand binding sites through competitive inhibition (Left)
secondary screens. should bind nsP2Pro and possess good and hydrogen-deuterium exchange (HDX) with MS (Right).

blood-brain barrier permeability.

Protease Targets and Off- Current Status
Ta rg ets Expressed active nsP2Pro.

 Demonstrated conditions to allow MS- based activity and affinity

screening.
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proteases.
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