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Report: 
Introduction 

Hepatitis C is a global pandemic with 3-4% of the world's population infected. Currently the 
only treatment is interferon alpha as either a monotherapy or jointly administered with ribavirin, yet 
this treatment is only effective in 40-50% of patients with the most common strain, 1B. Six genotypes 
of the Hepatitis C virus (HCV) exist and each with several subtypes. In addition, the high mutation 
rate of the virus means that in any one infection, the virus is likely present as a complex pool of 
quasispecies. While genotype does not correlate with disease severity, it is a major determinant in 
treatment efficacy and several examples of genotype-specific drug resistances have been observed. In 
order to better understand the structural basis for the genotypic heterogeneity in NS5B inhibition, 
specifically with regard to the resistance to nonnucleoside inhibitors, we aimed to determine the 
three-dimensional structure of a C-terminally truncated (DC21) HCV 2b NS5B RNA dependent RNA 
polymerase. 
Data collected 
 

We have crystallized and solved the structure of the HCV 2b polymerase.  Three data sets from 
native HCV 2b polymerase crystals were collected with the best one diffracting to 1.9Å resolution. 
Crystals belong to the monoclinic C2 space group with 2 molecules per asymmetric unit. We have also 
collected data from crystals soaked either in presence of GTP or of an allosteric indole based NNI and a 
combination of the two molecules. The structure of the 2b enzyme has been refined to 1.9 Å 
resolution.However, neither GTP or inhibitors were bound to the enzyme. 

 
A manuscript describing the structure is now in perparation.  


