ABSTRACT SOLUBLE FRAGMVENTS OF | NFLUENZA VI RUS PB2 PROTEI N CAPABLE OF :
Bl NDI NG RNA- CAP The present invention relates to soluble fragnments of the
I nfl uenza virus RNA dependent RNA pol ynerase subunit PB2 and variants

t hereof, and crystallized conpl exes thereof conprising an RNA cap anal og.
This invention also relates to conputational methods using the structural
coordi nates of said conplex to screen for and desi gn conpounds t hat
interact with the RNA cap bi ndi ng padk8iRAQH addition, this invention
relates to nmethods identifying conpounds that bind to PB2 pol ypepti de
fragments conprising the RNA cap binding pocket, preferably inhibit the
interaction with RNA caps or anal ogs thereof, by using said PB2 pol ypeptide
fragments, pref &%U?LEWR@(}M@NTSM%WN%&\HRW PBEIROTRNe RiPaBLAl so
rel ates to conmpounds and pharnaceuti cal conpositions conprising the
identified conpounds for the tr &t MNHING RYAsEABe conditions due to viral
i nfections caused by negative-sense single stranded RNA viruses. FIG |1

The present invention relates to soluble fragments of the Influenza virus RNA dependent RNA
polymerase subunit PB2 and variants thereof, and crystaliized complexes thereof comprising an
RNA cap analog. This invention also relates to computational methods using the structural
coordinates of said complex to screen for and design compeounds that interact with the RNA cap
binding pocket. In addition, this invention relates to methods identifying compounds that bind to
PB2 polypeptide fragments comprising the RNA cap binding pocket, preferably inhibit the
interaction with RNA caps or analogs thereof, by using said PB2 polypeptide fragments,
preferably in a high-throughput setting. This invention also relates to compounds and
pharmaceutical compositions comprising the identified compounds for the treatment of disease

conditions due to viral infections caused by negative-sense single stranded RNA viruses.
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