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Identification of effective inhibitors of enterovirus replication
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Enteroviruses are a diverse family of small, non-enveloped RNA viruses. While the poliovirus is its most prominent member,
enteroviruses are not only responsible for poliomyelitis and encephalitis but also acute heart failure or severe hepatitis in
newborns, and other life threatening infections. Although immunization has nearly eliminated circulation of the polioviruses,
other enteroviruses continue to cause substantial morbidity and mortality in the United States and throughout the world.
Epidemics of enterovirus-71 (EV71) have occurred in Europe and the Asia-Pacific Region over the last 15 years and the many
deaths due to fatal brainstem encephalitis and non-cardiogenic pulmonary edema have led to the inclusion of EV71 on NIAID’s
list of “re-emerging pathogens.” A recent outbreak (2007) of infections with coxsackievirus Bl (CVBI) in the United States in
newborns also highlighted the mutability of enteroviruses and their epidemic potential. Unfortunately, no antiviral agents are
available to treat enterovirus infections. Here, we present results from a high throughput screening campaign of more than 85,000
drug like molecules at the UCLAs Molecular Screening Shared Resource on live virus: We have succeeded in the identification
of various pharmacophores with single digit micromolar anti-viral activity and were able to establish excellent structure-activity
relationship around these pharmacophores. Our compounds suppress the replication of the coxsackievirus strain used for
screening by several orders of magnitude and we are currently evaluating the mode of action and specificity profiles of these
compounds.
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