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ABSTRACT

On-bead Screening Process of Neuraminidase Inhibitors

FULL DESCRIPTION

A novel fluorogenic substrate that can be immobilized on solid support for high-throughput
screening of neuraminidase inhibitors has been developed by researchers at the University of

California, Davis.

Notable features of this on-bead screening process include:

Ability to be used in large combinatorial libraries of compounds to find enzyme inhibitory
properties; and,
Rapid identification of inhibitors for new strains of the influenza virus.

Recently, the FDA has approved two influenza neuraminidase inhibitors, Zanamivir and
Oseltamivir as anti-influenza drugs. Their structures were made based on the three-
dimensional crystal structure of influenza neuraminidase. However, due to the fast emergence
of new viral strains and unique substrate selectivity among known neuraminidases, creating
neuraminidase inhibitors based on the influenza neuraminidase structure alone is not rapid

enough to accommodate new strains.

With this novel screening process, neuraminidase inhibitors can be quickly discovered. This
screening process relates to a method of identifying an enzyme inhibitor using an on-bead
fluorogenic substrate and a test ligand. Using an assay with the new fluorogenic substrate on
the combinatorial bead and incubating it with neuraminidase will determine the intensity of
inhibition, which can be classified by the fluorescence change of the bead. This will permit the

determination of the most suitable inhibitor for neuraminidases from different sources.
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