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Mechanism of resistance to translocation defective reverse transcriptase inhibitors
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A novel nucleoside reverse transcriptase (RT) inhibitor, 4"-ethynyl-2-fluoro-deoxy
adenosine (EFdA) inhibits translocation activity of RT. To elucidate mechanism of the action in detail, re
sistant HIV-1 and -2 variants to EFdA were induced in vitro. M1841/V in the RT was identified as the prima
ry mutation, while A158T and T165M/R were considered as the secondary mutations. M1841/V much reduced repl
ication kinetics of HIV, but some of the secondary mutations improved the reduced replication. Data obtain
ed from enzymatic assays with recombinant RT well supported those from viral assays. In this study, we pro
vide crucial information of key amino aicds for tranlocation activity and of drug design for novel inhibit
ors.
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