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Further = studies on hepatitis C virus NS 5 A - SH ¢ domain interactions : identification of
residues critical for binding and implications for viral RNA replication and modulation of cell
signalling

The NS S5 A protein of hepatitis C virus has been shown to interact with a subset of S rc

homology 3 ( SH [¢f ) domain - containing proteins . The molecular mechanisms underlying these
observations have not been fully characterized , therefore a previous analysis of NS A - SH
<} domain interactions was extended . By using a semi - quant itative ELISA assay , a

hierarchy of binding between various SH domains for NS E A was demonstrated . Molecular

modelling of a poly pro line motif within NS 5§ A ( ter med PP A . 4 ) bound to the F

yn SH domain predicted that the specificity - determ ining RT - loop region within the SH
domain did not interact directly with the PP : motif . However
that the RT Iloop did contribute to the specificity of binding , 1mplic ating the involvement of

, 1t was demonstrated

other inter molecular contacts between NS [} A and SH domains . The modelling analysis
also predicted a critical role for a conserved arginine located at the C terminus of the PP
: motif ; this was confirmed experimentally . Finally , it was demonstrated that , 1n

comparison with wild - type replic on @ cells



