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Design and activity assessment of HDV ribozymes to trans-cleave HCV RNA
YU Yue-cheng, GU Chang-hai MAO Qing LI Qi-fenn WANG Yu-ming GUO Huan-zhen (Ingitute of Infectious Diseases, Southwest Hospital Third
Military Medical University, Chongqing 400038, China)

Abstract: Objective To study the probability of using hepatitis D virus (HDV) 1bozyme as a kind of anti-hepatitis-C-vius (HCV) gene
thera-py drugs. Methods The natural HDV genomic ribozyme/s stem [V was optimized and its substrate-binding region reconstucted thus three
recombinant HCV-specific HDV genomic nibozymes R4, RzC) and RzC3 were obtained. HCV RNA 5 -noncoding region and 5 -fragment of C re-
gion (HCV RNAS -NCR-C) were transciibed from plasmid pHCV-neo by T7 phage RNA polymerase in vitro, and radiolabelled at its 5 -end. The
trans-cleaving reaction was perfomed by mixing the ribozymes and substrate at mol ratio 100 :1 under conditions as follows; 37°C, pH7.5 Mg? 20
mmol/ L and deionized formamide 2.5 mol/ L. Percentage of trans cleaved products were calculated at different time points and used as the activity
indicator of the three ribozymes. Results RzCj;, Rz(C; trans-cleaved more substrate when the time extended and got to 24. 9%, 20.3% afier reac-
ting for 90 minutes respectively; RzCs was not able to trans-cleave its substrate. Conclusion Recombinant HDV genomic ribozymes have the ability
to trans-cleave HCV RNA, but the appropriate target sequence should be selected.
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