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Structural studies of HBV reverse transcriptase (RT) have made no progress
due to its significant insolubility. In this study, we constructed RT chimeras by introducing amino
acids from HBV RT into the HIV RT, and furthermore, by introducing known drug-resistant mutations,
we investigated the drug resistance mechanism structurally and virologically. Mutations of the
anti-HBV drug entecavir (ETV) was shown to change the shape of the binding site of ETV and cause
steric hindrance. This suggests that the steric hindrance attenuates ETV binding and reduces its
susceptibility. The structural information obtained in this study and the correlation with drug
susceptibility are expected to contribute to the design and development of new nucleic acid analogs
that exhibit activity against resistant mutant strains.
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BERTEMEPLE SR () MIREEERR (M)
Q151M/Y115F/F116Y (3MB) 3.4 96
3MB/F160M 5.7 RFENE
3MB/M184V 35 451

3MB/F160M/M184V 94 1136
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